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1/ 



[it^ 1 1 ~f*f- ?~ -tf i v is#£'J ^ e f - >f k#j £ * 

2 ] g^^jfiLU'^ttSl^^* =f>U^f^- K- 1 (ifli^iSttMG L P - 
1) i3 J: ^/J /;lil^> jSttl/^* a'^S^rf K- 2 (jflLtffSttMG L P - 

o 

[if 5 ] v*'? i f- 9 Jw7 t f-y~&i vv&mw (S) -1- ( (3-tK 

ndpv- 1 -T^v>^;v) 757) 7>tf ;v-2-v7^ t'n'J^>, (S) 

-l- (2- ( (5-vry euv ? >-2-'T;v) r^y) xf;v-7 5 y r-t 
U v Ki$ <£ OVn' >; > tf n 'J v K^fcatfjH* v^-fn^ 1 <ntt&® i> L < ti^-^^ 

M&l&tt /s»±z:m^:t?** 4~i2 Slil^Mta ; 
c 2 -67^-n/i, em*^^rL-cv>T% £v>c 2 - 6 7;v*~;v^ fi& 
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&m 2003-117927 ^- V : 2/ 

0lAfnr'J-;H, ttSttLt^t^ «fcv>C 6 - 1 QTV—frC i - 6 

8lAfn^SI A 0 - A 1 - A 2 (g£tK A 0 ^f;(iT 

Sa«lfeSB^ib**P^e>StftL* 1 -31H^ft^WLTV^-C & i^C i_6 

^ ^-0-CO-, S-CO-0-, ^-NR 

^-CO-NRA- ^-NRA-CO-, ^-S0 2 -NRA_tfcti 

^-NRA-so 2 -^Mt^ ; 

„ C3_8V^D7Wi, C2-67;^-;VS, C2-6 7M-^ 
C 6 -io7'J-^l, 5~10I^fn7'J^i, 4~8M^fniS;iJ 
fctiC 6 -i oT'J-Ki-67WSmt-6, fejtfU A2j3i:OfR 

<wmmBw> 

^r^*> C3- 8 v^n7Wi, C2-67^-^I, C2-6 T ^*~ 
C6-io7V-^i, 5~10lAfn7'J-;H, 4~8lAtnf 
=£3^ Ci- 6 7^3^>i, Ci- 6 7iVWii, ^-NRB4-rB5 
(a**. RB4^j:Of R B5 tt^tL^*i4ft2: LT^JR^i fcttC i - 6 7)V* 
^*4riti*-r*o ) TfESfLfclk S-CO-RB6 RB6{±i_tTn 

Vv-;i/*, l l v~;v*££fi 1 -e^*; 

*^^f*1-^>o )T^£*l&^£J;U^-CO-RB-rB 2 (=^ C j 3> R B ( i^ 
£\ ^;-NRB3-^ U RB 2^j;yr R B 3 it^ti^tmSLL 
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^-v : 3/ 



T7KHJIH\ C i - 6 t;v^;v*. C 3 _ 8 '>^7^26, C 2 - 6 ? )]/ * 
C 6 -l o^'^-^C 1-6 7J^^iJ/:l±5~ 1 Ol^fn/'J- 

[ft 2] 



W^l $fcl±4fB*W>E* 0 
9 ] gl^, JfiL^ttM GLP-lfci^/Sfc {iJflL^MttM G L P - 

m&mi 0] mis^m^ mmm, mm, mm^m, mimmg^&ztmm 
9ism<7)is^o 

^fgttSG LP- 1 &£V?/t tzltSk^^MG L P - 2 Z^B^^ffi 
MMfcE 1 4 ] jflL* i£14M G L P - 1 *5 J: Xf/t tz tejfiL*r£ttM GLP-2 ri*|H 

^-tzm&^ffit tz\*mrnm<F>m&<vtztb<Dmim 1 1 fc»± 2 %m^um^ 




R' 
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2 0 0 3- 1 1 7 9 2 7 ^- v : 4/ 

m-R-mi 6] m4 3 ^i»GLP-2^ii#-r^^m^P*^7t(i^^ij<7)^at 

o it tb <7)tt$a% 3Zizl*4 f fiUcO BUS^teffi o 

MGLP-liJJ: tf/t fcttJfiLfflHS-lSG L P - 2 K X Mm *WktZ'l3& 

o 

ttM G L P - 2 J: affUB «r*H5»-t **^o 
[0 0 0 1] 

[0 0 0 2] 

n xyffis* -f*f- K— l (GLP-1) «\ 33* K «t 89 />»Ttt<0 L Wtefr h 

Z%mt&z\ttf%\tbtir^&o glp- i fiv^-/^v;v^-7^r--tr i v ( 

DPPIV) KJ^ig^C^fi?, ^®tt<b**t*ii:^c>^ DPPIVKLftM 

immm m\z 2 mmmm) > n« * ^glp-i ^^tsif^f^ • m 
fflHt©DPP i via^j^ra^sfrLT^ao 

ffi, E»^fiy*WMtefcv»T * h 7 * )V < >W*\z X *) G L P - 1 asjffln L 
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5/ 



^b7tJ^>i:J: £— H#»fc G L P - 1 OitiP^*> fc^> £%i?zb L"C& 
, ±12(7) ri: < DP P I VCi yfm&ikZtiXLZ itztb^ t 

lf»mtf&Z>o ZZX\ GLP-lco^?^WJi-^>DPP I VU^mtGLF 

^#^m3fej:^#^ifc4ic(±, dpp ivrnmrnt* vyt^z yt<n 
^m^mn^TFm-t^mm^^n, m^xm^^^^nxms^^^ dpp 

m<DM^^m^im^^fir^^o -f-bfoio, GLP- 1 <7){^ffl±i5t*g^ 
DPP I V|fi*$lJ£^ b7tJ^ >fc ^m^^T^^B^{^^tt 

$Ol/#=fVJ&^-?'?- K- 2 (GLP- 2) 14, G L P - 1 £ J)/W» 

fcafcOSlgri*****. GLP-2&GLP-1 tPliDPP I VK£*)M*fr 

-2<7)itjjpnKi-^>^> DPP I V IS*^J ^ ^ h7t;i/5>t<offfit:i^G 
L P - 2 OfEffi*i3£KM1-&^J4£< 4$titv^v> 0 
[0 0 0 3] 

mmcm 1 ] 

*B#^^ 6 1 6 6 0 6 3 

*IH#ff H 6 0 1 1 1 5 5 -^-WjHBflF 

9 9/61431 */^/7 V y h 
SKS#R1& 0 1/5 2 8 2 5*'iy 7V7b 
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6/ 



mwrXM 5 ] 

i^M*0 1/9 7 8 0 8^r/71/>; > 

i ] 

•x- KT^ K 7f (Edoardo Mannucc i) , ^8%, \ ? 4 

7 tf — y *rT (Diabetes Care) J , 2 0 0 1^3^, §241 
, m3-%r, p. 489-494 

f>y- (Met te Zander) ,^4^, W 4 7\£—y >r 
7 (Diabetes Care) J, 2 0 0 1^41, §2 4%, *4#, p 
. 7 2 0-725 
[*«riraR3] 

Hf (Simon A. Hinke) , ^5^, [V*^ * 

7>K ^7 ^ ^ nU^-vaVX (Bi 

ochemical and Biophysical Research C 
ommu ni cat ions) J, 2 0 0 2^3^, f 2 9 It, |5f, p. 
13 0 2-1308 

^M^e>- jr.- r/^ (Simon A. Hinke), ^9^, \V4T 
\£~y t7 (Diabetes Care) J, 2002^8^,^25^, 
§8^, p. 1490-1491 

mm&m%k t i 9 1 1- & mm] 

^HH^cog^ti, if^T-M K*Jfc J: *? *tf *n U 7tjflLtf»SS"KtM G L P- 1 &&Xf 
/ijttijflLfiSttaGLP - 2 0^MIJfl>ii:T\ f^IM ^^5^1" 

[0 0 0 4] 

[hub *»ft-r * *b<v^m 

±IBLfc««U:«*«*W3te**fafej|**> DPPIVISWJ 
1»G L P - 1 £ J: V/ifcliitftttlG L P - 2 <Z>3*«?£ WJi"^ d t\ 
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7/ 



< 2 >g^^IfiL4 I ^ttM^^ Jo rfym^f- K— 1 (iflL^YSttM G L P - 1 ) 33 
iO f /*fc{ijfiL^^14M^^^>^^K-2 aflL4>T&teMGLP-2) 

< 4 >v^^v;i/^7°^^-^f i vmrnm t< 3 >ismoisig t ^a^^-tf 

< 5 >v^ < 7°^v;i/^-7°^-^--lf I vm^Mtf (S) -1- ( + y 
-1-Tfvyfji/) T^/) 7-b^-2-y7/V?n'jy> > (S) -1- 

(2- ( (5-vT/ ei;v>-2-^;v) r<y) if;v-7^ / r-fe^v) 
-2-v7yt°D'J^>, ^VD^y>f7V'JyF\ vn>f kf n V y? K 

-etLib07Kfn^-e^^>> < 1 >ttzit< a >%m.v>mm ; 

[<b3] 



C 2 -6 7H-JVi, «}&*£3rLTV>Tfc i^C2-6 7JV^-^ SSI 
i?:|iLtv>TU^C6-i o^ 1 ^-^^ S&3&£^t LTv>T «fc v> 5 ~ 1 
OlAfn7V-;H, tM^tLtv^t^ £v>C 6 - l o^'J-K i-6 
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#11 2 0 0 3 - 1 1 7 9 2 7 v : 8/ 

ZMM1rZ> ; 

Rl££^R 2 ^*^Wk£LT> 7.MtMi\ em**^L-Cv^T^> iv>4- 
8l^f n^If A 0 - A 1 - A 2 (3;rK AOtt^^fcliT 

iBam^B^^^^^^^s^tL^, i ~3m<vm*mLr^xi> x^c i _ 6 

& K)V*=.)V^ i])Vi$=-)V^ S-O-CO- ^-CO-O-, ^-NR 

^-co-nrA-, s-nrA-co-> ^-so 2 -nrA-$^{± 

S-NRA-S0 2-*S"*t* ; 

A 2 £<£^R A {i, ^fL^fpJmLVXimW^ '>7/i> Ci- 6 7Wi 

„ C 3 - 8 y^n7;i/W c 2 - 6 r;v^-;v^> c 2 - 6 r^*— 
C 6 _ 10 7'J-^i> S-lOlArnT'J^Vi, 4 -8lAfnf^Sf 

fci±c 6 - 1 0 TV -fl'C 1 - 6 r;v^;v*^^i*i-^>o fcrtfu A 2 & <fc xfR 

<IMBff> 

«m»B^ti, 7Km*> vt;i, ^ny>g^ ci- 6 7iv 

C3-8v^nr;vJr;H, C2-6TH-;vi> C2-6T^- 

C 6 _ 10 7'J-;Vi, 5~10Wn7'J-;vi, 4~8lAfnf 
C 1 _ 6 7JV3^yi, Ci-67MWi, ^-NRB4-rB5 
(5£*. RB 4 j3j;yfRB Sfi^^^tt^tTTfC^H^t/ifiC 1-6 71^* 

)v&zmm-tz>o ) -e^s*^^ 5*;-co-rB6 RB6 { ±i_en 

1; 1 --=e;i/7 * y 1 - fc?^? fcfi 1 - 1:^ V v;v 

**mi*-r^>o )T^$n^)S*5=t^-CO-RB-RB 2 (g£t^ RBfif^ 
£\ It^M^ S;-NRB3-^U RB 2^j;tjf R B 3 ( i^tLW^jLL 
TtK^JE^s Ci-6 7iV«, C3-8V^7^JVi> C 2 -§Y)\s>r 
-;V^ C 2 -6 7^^ C6-1Q7'J-^ 5-10l^fn7'J 
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^-v: 9/ 



C 6 -l oTV-^C i_ 6 T;v^;^t^(i5~l OI^rOT'J- 
< 7 >^7^$>;w*:f^~e I VPIWJ^-^ 



[it 4] 




(g£^ T l^ x, R 1 & <fc V*R 2 (i"HufB< 6 >!BiSc<£>T 1 > X, Rl^l^R 

< 8 >\£m-<4 K#J#M h 7 >-e&£< l >|Bit<7)IM^ ; 

< 9 >g^^\ JftL 4^1412 G L P - 1 is X Xf/ % tz ItM.^m'&M G L P - 2 **|W 

<i o>HffiB^m^\ mmm. mm. mmmm, m^imt/e&&<9>is*t<7> 

; 

< 1 1 >IS^^> i^lSMG L P - 2 tfm^-lr&mB^^ffit tztetemM-£$> 

&<3>zfziz<4>mm<Dmm ; 

< 1 2 >B<iis^m^\ mimmMsX-hh< 1 1 >iemois^ ; 

< 1 3 >^*o< 1 >% tzi±< 2 >iamois^^^4-i-^)-i:^tf> jflL^p^ 

14MG L P - 1 £ J: JF/i £}±JfiL*?£14MG L P - 2 «4t^>»fK^: 

< 1 4 >l*ittIG L P - 1 *3 J: OV* ^teJfiLfY&ftM G L P - 2 ^#1"^ 
H^fiSt Zi{i^^iJ<7)$i7t<7)7ti6<7)< 1 >Zfzt±< 2 >ffi^IS^^ffl ; 

<i 5>^*^<3>t fziz<4>mm.<Dmmz%c-5'-$-&z.tz^is, 
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^-v: 10/ 



< 1 6 >JflL4"fSttMG L P - 2 -hm^-tZmB^mt fc*i?ft**JO*B&<Z>fci& 
C9< 3 >£ fcii< 4 >f£m^lSmo^ffl ; 

<1 7>< 1 >*fct±< 2 >IBIft<3|giS*/flv»*C: fcSr#mfci-*x JfiL^ffittl 
G L P - 1 fclii^MGL P - 2 £ J: *tfs/B S:ii3ft-r*^fto 

< 1 8><3>ifzi±<4>mmvMm*]%^2>z.tz!wwLt-f2>, &L*m®m 
glp-2cj: zf&m twrn-tz-xm ; 

[0 0 0 5] 
[0 0 0 6] 

ttz, -hrsS; (i) *3<t^ (i i) •e^$tt*<k^%3&*^#rt-cBft>fb % ax, 
t>* (i i ) -e^$tL^>^t;^«1-^^t/*^^i-^»o 

[0 0 0 7] 

Stifc 1 ~ 6 1@Olft§I«f tzl±ftmm<VT)i'*)vmZMvfc U ^WJwt±Mx.tf 
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^-■s>: 11/ 



fc?;v&, 2-^^;^-2--7°ntf;v^ 2-^;^ l-^> 

f-^, 2-^>^-;i^ 3-^>^;i/S, 2 l -y^jv^ 3-* 
l -y^)^, 2-*i-)V-2-7°?-)V^ 3 2 

2, 2-y^fiV-l-yot>|, l-^y;H, 2-^i/;V^ 3 

^fy^i x 2 — l 3 1 -^y^-ju^ 

2 2 -^>^-;vft > 3-^^;i^-2-^>^- 

;vg> 4 2 2 -fj-fr- 3 -^^^ft. 3-^^;w 

-3-^>^;v*. 2, 3 l --7*f-;v*, 3, 3-v^A—l- 
•7'^;v*. 2, 2 -yVf^- 1 -r^-;v^, 2-^)^-i-y^)vm, 3, 
3-v^;v- 2 -r^S, 2, 3 - y^f^- 2 -r^;v^^^^> 

o 

[0 0 0 8] 
[0 0 0 9] 
[0 0 10] 

, y^yfjH, v^n^>f-;i/3fe^ v^n^v;^, S/^n^y^/i/g^ 
-> * n * ? t'^Wb ft* o 

[0 0 11] 

*w«i**Jw*^t*$*l* rci- 6 r^i/>ifej fc(±#fa^arci_ 

6 7;v*;i^J ^fe$^trtt*^**lR^* 1 fibril** Alio*** 
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12/ 



mcu &&&)i<zi*mz.i^ i, 2-^v>36 > 2, 2--x^v-> 

[0 0 12] 

, 2-y^;v^-^v^ l-^O^-^^^v*. 2-^yf^^v*s 3 

>f;H^yi, 2 l -y^;v^^rv^ 3 l 

*v*> 2-^f;v-2-Wt + ^ 3-^f;u-2-7*f;vt^yS^ 

2, 2 1 -yntf^t^rv^ 1 -^^~>;v^-^r->^ 2 ^y 

;vt^y*, 3-^y;vt^yI, 2-^f;v-l-^yf^t^y*, 3- 

^-2-^yf;vt^yi, 3 -^t^v- 2 

2-^>^-)v-t^^m, 2 3 -^>t*-;v^-^v^ 3-^^-;v-3- 

^>^-;i/^-drv^ 2, 3-y^f^-l-7*f^t^yi, 3, S-v^t^ 
-l-rf^t^yS> 2, 2 ->M^;v- 1 -:/^;v*^->S, 2 

1 -r^^^^v*. 3, 3-^^f;V-2-7*f;^^ryi, 2, 3-v^ 
)V - 2 - "7^ )V * * isggf^h Ifbti&o 

[0 0 13] 

jhmmmrp^&^xmz PC i - 6 T^n^v*;!/^-;^ ^imrfBTE 
rc i - 6 T;vn^v*J ^^L7t*;u^;i/*"e*^^^*mp*L. * 

*^y*;v*'-;vi, 2-7*ot:>t^yi;;v^^i, 2 l -•/n 
tf ;v * v ij )V jK— 2 - ^ f - ;v - 2 - 7° n e )V * * v # ;v ;u^§^& 

[0 0 14] 
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^~-J I 13/ 



l--7'ne;ix^^-^ 2-7'niiJl'ftI> 2-^ 
f-;v- 1 -rntf^^^-ft. 2 2 -/n tf;v^-^*, l-r^;i^:t 

i-^y^^^-m, 2-^<y^-^^m, 3-^>^ 

2 l -r^;^*^, 3 - 1 2 

2 3-*^fr-2-7?-fr?-jr&, 2, 2-v^^- 

)V- l -y"u}£)]/^-^^ l-^*c^)V*f-jrm, 2-^*z/fr s ?-*& 3 — 

v;v^-:t*> 2 l -^>^-)^f-^m, 3-^^-)V-i-^y^-)V^-^r 

4 l -s<>?-)\s^*m, 2- *^)\>-2-^y=f-^7-*m, 3- 

2 4 2 2— 

3_^ > ^ ;v ^.^-^ 3 _^^ ;1// _3 -^y^-;^^^-^ 2 , 3 l 

-r^;^*^ 3, 3 l 2, 2-v^;v-i 

-y^^-^^-^ 2-^)V-l-7^-)V^-*^ 3, 3-v^^;V-2-^-f- 
2, 3-V*^-)V-2-7*^)V^-*mmi) t h)<fhfi2> 0 
[0 0 15] 

[0 0 16] 

[0 0 17] 

\z~m.m^ 1 ~ 2 4@^-a,tv>t ^ «t < 

r4~8^^-rn^^J H^tt^ r4~8M^r-n^J £(iJL#lftKteM 
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y>at v**yr>^ ^f^r/'j>f> f7v*r/i, T^f^^s, 

[ft 5] 




T 5- t StiTfc^iE^^^tiC i _6 r;v^;v**^i*i-^o ) 

fr* — -fiffiOft^r^im-r^o T4~8M^xn^&J £ LT£f ;£ L < 1 - 
ifnyy-A/S, 1-*;V7*-;H> i-^'jy-;H^;l±^i:Kn77 

[0 0 18] 

^jHB#it»*ci5V»T:^$*L* rc 6 - 1 0 TV -^*J Ktt6-10 
[0 0 19] 

t^ltt'&iE^t^s^^ii 0*C*!K 3»S:*05l**Jfti"*lR ; f- ,: t , t-l 
^«b^^<7)^T-n^^^i-s^#^ttom^^^i*-r^>o T5~l 
0I/\7D7')-;viJ K£&t& T5~l OM^W^T-n^J fctt, 

W^OlbP 5 fcv> LI 0T?£*K 51^*^51* WAi^llC^fc 1 

v-;v^t f7V-^i, ^fvf7v-;H> >f^^V-^5|^ bV77-;vf 
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^-v I 15/ 



7-^m., * n * >Hk ^ y ^ v*^ y >S!L vvyj ^r^V 1 ; 

>5Rx t7f'J^>l, y^^Vz/^ 7*)>%t> /r'Jy> 

5ft, fx/77 >^ -f ^ ^ Vf- T V- ;v5ft. ^ > 77 9 >5ft, ^ > Vf * 7 
>5ft, ^>Xt^ty-^f, ^>Xf7v-;i/f, ^>Xf7y7y-;vf, 
^ y X>f ^ /H!L -f ^ ^ V [ 1 , 2 - a ] e V v V5ft, tfn n e v ^ 
N n'not'^y^ KbfV 5V>5ft*ir*«^if ?>tL*o T5~10M^ 
T-nrU-zHfeJ fctt, r5- 1 OMfHAfDU ^"bffit<7)f£©07K 

[0 0 2 0] 

^^♦^I'iJV^-C^^tt* rC6-l o^^- ;l/C 1- 6~?^*^&} 

msa^n rc i _ 6 T)v*)vm ^(D&m&jmutt.mvmM rc 6 - 1 o 

7'J- ;HfeJ -eem L fc* £ jfeflfc L , *#tfJ £ fi^J x. if, ^ > v ;vi % 7x^f ;v 
3k 3-7x^-1 - 7u\lfi/3&%Zi ) t$ ) \?t > frZ>o 
[0 0 2 1] 

#IM#*K£V>T^£*L& r5~l OlAfQT'J^C i -6 t;^^;v* 
[0 0 2 2] 

*Wjffl**^^v»r*$*L* r^4> 1 */zf±2^^M^T-^'a-tf^^:*^ 
J±H3ft5£t?<&& 4-12 M^5ftJ £ 

«iwf^iit & jk?-* k i * »± 2 iwitu^ * u 



miE# 2003-3096415 



mm 2003-117927 



^-v: 16/ 



[it 6} 



& 



,35 



,36 



R 



,35 



R' 



R' 



,36 




.40 



R 43 

- R 44 ^fcfi 



,42 




[0 0 2 3] 

(1) Any>H^ 

(2) 7fcm^> 

(3) 

(4) -hnS, 

(5) vT/i, 
(6) 

(7) *;v^y^ 

(8) b'J7JVtn^f;l/i, 
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T^^fvftio.fc^C i - 6 Tfr*)V^*mX : gtZfc2>&fr t ?ti:Z>ffio ) XUZ 

[0 0 2 4] 

mmtt<Dm.<Difr$L^ffltLxi*, mi*, mm, m\^mm, mm, mm, 

, n/^gfc, 7v;v|, ^W^x SIBfc, *-rT')>m, 
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, y 7f If y 7 n 7 >f ^ - 7 - i>^t* ^ 0 1^^> 1 5 0 roiWCft 
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R5« — N — R<5<| 
H 

[IBJ6] 



0 \^ N Xr\0 0 \a,Xm/,) 



0*" *N M 
k 5j 



I 

R 2 



[^•K #IB^tt. mfB^^raCH^> A 1 k y ltiC i - 6 7;^;^^^ 

"to ] 

[0 117] 
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[1*1 J 1] 

(1 j) 01fi*7^;Vfl:L^ to^LT^t/ (2 j) 

f f7tKH77>> >;Vi>^)ig$fcrK TfC^fcV^^A, TKM'fb^h 1 ; 
*vA, TjcM^y -7A. ^t'Jf^A, j^ItTJ^A, 

V^A, TK^bV^^A, 7X*<k^ > y ^A, H^mitiJ') ?a n -r^wjf-^A 
. ^^vy^A. y A If* h V ^f^y'J ;VT^ h\ h y * A If 7, b y 
^f;Vy'J^7^ h\ # y * A If X h U p< fiVy y ;V7 ^ F^<Dl&&<DfefeT, 
7n«^f;K 7*n^lif;v#^ (1 j-2) -emZti2>ik&%!}Z, 

or «b 150*0 oiaj^-e, rje& $ -tfr-ct#& £ t § & 0 

HftVf^A, 7KBMb^ h y ^a. frmtuv owbisot: 

[0 118] 

[131 J 2] 

(2 j ) OP r o 3 *kkmU W&m (3D *ft4Ig"C*4, 
Pro 30MlK£^^#i:ov^TI^ MjivV&A<7) [ISA 1 4] 

[0 119] 

[X@J 3] 

-fb&W (2 j) ^75 Hktr, Qc&m (4 j) *nz>JMx-&&o 

A\ N,N-^fWA7 5 h\ N-y^-;vn°ny l,4-v^^r-9-^, -r h 9 

HKn?^^ y^f^yx^y^ii^ h y xfA/7 5 >\ N,N-v-fV7° 
nif^if^7 5 >^<7>^^il^^^T> xf^nn^-l-, ^;7f 
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sot; o^jg-efpffi £ # f> o 

[0 12 0] 

[IS J 4] 

it&b (4 j ) op r o 3 *M.vmu (5 j ) £t#&ifi-e&& 0 

Pro 3 <DU&mW,fc<7>$kmZ'D^X\$^ [ISA 1 4] 

[0 12 1] 

[ISJ 5] 

tt&m (5 j ) ^T^^rMtt^P r o 3 *m%m.L, it^m (6 j ) * 
9 o 

Pro 3<7)I^li^SO^#^o^T{i, SBi/V&AO [ISA 1 4] 

[0 12 2] 

[Iff J 6 ] 

ft&m (2 j ) ^75 KfkL^m^P r o 3 £M^U ft^t/ (6 j ) £t# 

&iS-c&& 0 

x^^fvK, N,N-^^f;^;vA7^ K> f- > y t: KD7 9 ^oitS'^'eUt 

ftta-r £ C kZX. *) 9 ^ £ ri'T? § * o * fc&5?fc 0J x. If h U -x^ 

^7 5 lT^iv> 0 &Jfcifi£i: LTfi7X^-m?m-etT^ £ ttfT £ * 

o 

Pro 3 <aJttfSR^O&#i;:ov»-a±, 3BB6:£&A0> [ISA 1 4] <D%&- 
[0 12 3] 
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[ft 2 4] 




[0 12 4] 

[HgKl] 



ft^t/ (lk) SrH Kn*W ^ /4fcU 4*UHKn*^lti^^7* 
-MtLTfl&lf $^£?£KP r o 3 Srl&fiMKU ft^% (2 k) 

tfTKx -x^y-ZK ^n;v-^, y^f^^7t*vF, N,N- 

, h n/Jt^o^*^ 1^77 'J7A, RsBfe?- b U * AfOM01?4T, t: K 

e y v b y ^^-;vr ^ v-r v 7°n t^vxf^r $ ^ k?y s> 

b\ Fy^oj b\ 4-- hn^>^7*^^ny K^fc, 0*0^^150 
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Pro 30JK^Rfc.O^#^ov>T(i, «jt^A« [XfSA 1 4] 
[ISK2] 

(lk) OP r o 3 ^KILs (3 k) £?#&X*rC£>& 0 

P r o 3<OjK««j^OS^Kov*-C«\ RifcfcftAO [IgA 1 4] 

[0 12 5] 
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[0 12 6] 

DDfIL 1] 
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^-v: 60/ 



tt&m (ID *M7tLX, 4t&fo (2 1) £#&X*rc&&o 

OVfr h 150°CO^t:\ ftm $ *T - t &X £ & 0 
[0 12 7] 
[ISL3] 

(2 1) fcT^MfcLT, (4 1) t#4Ign4, 

, l,4-v^^-^>\ f h7fcKn77>, y>f^yx^>H«^ jjcStffc 

[0 12 8] 

[ML 5] 

(2 1) ^77*ftLt, (6 1) *'&2>JMXh2>o 

l,4-v*^>^ f f7tKD77>, y^ h^yx^yfoil^ 
^fiV7<y7JV77- b U 7)V*V Vm<D7 y^'ft:^J^-78t:^^150 < C^)^Jg 

[0 12 9] 

[X*1L7] 

-fk^W (ii) £-7 -yltfkLT, ft^-ft (8 1) ^#^x®-e^>^o 

l,4-'»Jr^>. f f7tK077>, h yx^ >f hV^V 
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: 61/ 



-e. fpffl $ -£t# sit a*T? i h o 

[0 13 0] 

[XfIL 9] 

(2 1) t7< •yf'f 7^-*-t-x*>XR£-i:#lt, tt^tJ ( 

ioi) &#£Xff-e&&o 

KJ©*frfcbTti#tc1WIR$*LSi»-C»i*v^ ^un^r/, 1,2-v^nn 
z-py, 7-bh-f'J^ N,N-^f^*^7^ K. N-^ -f-^fc'n vj K>. 1, 

TK^bf-h^^A, jfcfrffcay^A, A'J7Ai=7f^yK, 

[0 13 1] 

[ISL 1 1] 

(ioi) *3l7cbT, ft^® (121) m&JM-eib&o 

% x?y-;K /n;V-^ y^f JVX;V7*+yb\ N, N-v^ f ;v^;VA7 
5 K. N-^f;Hi c n'j K>. v*^-9->. fh7tKn77^A Hwcv^o^ 
m*P. /iJVf? &$m, SHb&&> 7^-^77- ;i/f(7)^Ittl« ? )^T> tK* 
&H*st\ o°c^i50°c<^jg-e. c: t^-eiSo 

[0 13 2] 

[IgL2] [X*1L4] [ISL6] [IfL8] [I8L10] [ISL 1 
2] 

{^(2 1), (41), (61). (81). (101). (121) O 
Pro3*MIU {^(3 1), (5 1). (7 1). (9 1). (11 

i) . (131) £t#&x^refc£o 

Pro 3«t^l£(7)^}:ov^a:, SI^ftAO [X31A 1 4] 
[0 13 3] 

miiE# 2003-3096415 



2003-117927 



^-v: 62/ 



[it 2 6] 




R2 4d R2 5m 



[0 13 4] 

[Iff M 1 ] 

tt&m (lm) ^tefrlif LT, (2m) £*M>I*rc** 0 

y a, 7Km<k^ h y * a, 7Kftft;# y s A^co 7 x^^o < c^^i50 < c^a^ 

[0 13 5] 

MM 3 ] 

(2m) KltLT> it&W (4m) *H-5Igt*4 0 
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I 63/ 



o 

[0 13 6] 

[I1M2] [ISM4] 

It&m (2m) , (4m) OPro3^MlU it&to (3m) . (5m) 

Pro 30R«tBU&0*fri:o^tl^ S^SAO [I^A 1 4] Ofcft 

[0 13 7] 

Set?j&I<?> (2 i) *BtOHI8rtNfc* 0 
[4fc2 7] 

HIT Y\ [XgNO HN- ip \ EXIIN2] N" V> [X?gH33 

b In f| 2 2n 4 3n 

0 0 0 

n^^N^^N^ x— U 2 4n-2 n^^M-*^^ n^^N^^N^ 



R 2 5n R 2 6n 



fl 2 4n " 



[0 13 8] 

[ISN 1 ] 

tt&m (In) <7)7{£<7)T^ yS^iLt, ik&W (2n) *H*Ig-e* 
& o 

»y-)A, MVf^A, Rm-^-hV^A, JtBfc^y^A* 
oti«o^T> ^>y>rn^ K^or;v^;Hb^iJ^ot:^^i50 0 c«o^T^ 
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: 64/ 



[0 13 9] 

[IiN 2 ] 

it&to (2 n) OlfMllt, (3n) i^*IS-C*4. 

^ ^v-^a, Rfj^7A> issth'^A, it 

It*'; ^A^O&3ltf>#&T\ ^nD^f;l/kV^~ h^OT;v*>WbS!l£0 , C 

[0 14 0] 

[XSN 3 ] 

(3n) <7)7t(7)75yi<7)§iI^«Lt > <fc^tf (4n) 

&xfrc&& 0 

[0141] 

[XfSN4] 

lk£-t> (4n) (4n-2) «:fll|fcac&$-fr* d t K £ 1) , tt£"$J ( 

4n) ^)7tW75/it:tM^*AU tt^t? (5n) £t#*Xfn?*& 0 
fi^^frtLTIi, «^i*A© [ISA 4 ] <0&f£fcflM*fc?f3 

o 

[0 14 2] 

[XfIN 5] 

it&m (5n) OlM|i««iLt, (6n) £#&X*r?£ 
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[0 14 3] 
[4b2 8] 

S / Pro ' 3 / Pr01 n pr *> 

i : lo ill 2o ^2 4o 

o o x 



A/'" 1 " *-" 2 5o-2 ^An^" 



0 X 0 X 

[IfI05] ,„.JL j/ [1*106] A 



R 2 7o R: 8o 

[0 14 4] 

[XSO 1] 

(1 o) ^n^*vfbSiJ4rKJS$^ (2 o) £&&X*It?<fc& 



5 o 

[0 14 5] 

M0 2] 

(2o) Kfc&m (3o) (4o) 

[0 14 6] 

[X*10 3] 
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(4o) ^7fe<07^i^lI^MILT, (5o) 

[0 14 7] 

[It0 4] 

(5o) Mfc#» (5 o-2) ifcfc J: *K fls#J» ( 

5o) ca7t£<Z>T^y*lcSmg£gAU ft-g^ (6o) i||4Igt*«5, 

o 

[0 14 8] 

[IS0 5] 

it&m (6o) OHi^li^IMLt, it'km (7o) iftSIS-C* 

& o 

LT»±, S^ftNO [IgN5] O^tlBIflUc^f^o 

[0 14 9] 

[Ig0 6] 

lfc£-% (7o) ©Pro3WlU (8o) 

Pro 3 0ltt#ttK)£0&#£ov*-Ctt, «it^rfeAW [IflA 1 4] <D## 
[0 15 0] 
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[ft 2 9] 



X) 



r i 

N -,r" N \ [IJSP2] 



i r .<» — - j. i / — - o^h-^h' 

A^N 0— N-^N - ^ 3p 3 p- 2 

H 1p Pro2 2p 



Pro] 



0 

JL 



i J[ ;> [iaw] i [ 



T ,a — H 6p 



Pro^ 4p 



Prt» 5p 



[ISPS] 



Pro) 



Pro? 7p 



[ISP6] 



P^ok JL N 



8 P 



CIT1P7] 

R 2 — U 2 
8p-2 



X 



[XfIP8] HN 



i 

R2 



9 P 



lOp 




lip 12p 



[0 15 1] 

[Xff P 1] 

-fb^-ti dp) <Di&&£zf3itLZi%mLx, vc&m (2 P ) £#&x*re& 

o 

[0 15 2] 

[XflP 2] 

<k^tJ (2p) <D7&<DT<ym<Dim&*MVkmLX, It&M (3p) 
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68/ 



[0 15 3] 

[ISP3] 

ft^t? (3p) Mb** (3p-2) Sr**RJE&$**ifcUJ:«J, ffc^ ( 
3p) ©7#07$/afc£1I*S**AU (4p) «r#*ie-C**o 

IttftRj&ORXS^fc trii, [IgA4] O&fthlWMtKfi 1 ? 

o 

[0 15 4] 

[ISP4] 

ft-g-Jftj (4p) £/%n^WI#J*RJ5&3^ (5p) &#&I1S-e&& 

o 

/Mi^/ftOKJc?*fttLrii, «4i6;frfeAtf> [ISA5] OfcftfcRMfcfcfx 

9 o 

[0 15 5] 

[ISP 5] 

ft^t> (5p) fc*fc£4fo (6p) 4t^t> (7p) 

LT«i, IltfeAO [ISA 6 ] (D&fttmmzftvo 

[0 15 6] 

[IiP6] 

tt&m (7 P ) w3fi^is^i§itt, (8p) «r»*xe-c* 

JKftROSJEE^frfcL-Cli, fij|*feN© MN5] O&ttfcraflfcfcfxd o 
[0 15 7] 
[I8P 7] 

<b^tJ (8p) (8p-2) *11lfeRjE&$-fr«ifcHJ:»), it&m ( 

8p) W3tl:tM^iAL, 4b^tf (9p) 
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[0 15 8] 

[ISP8] 

ik&m (9 P ) oiMii^ifiit, (i op) &t#&i*re 

[0 15 9] 

[XfSP 9] 

It&m (i o p) <t)P r o 3 ^MIL, ffc^-tf (lip) fcfc&ie-e** 

o 

Pro 30|ft«*LRJSO*ff 1 ^ov>TI±^ *3»^AO [XflA 1 4] O&f* 

[0 16 0] 

[XflP 1 0] 

it&M (1 Op) Mb^-ft (1 Op- 2) «rflllfeKJt&$-fr&Cfc^J: *K ib-^ 
ft (1 0 p) *>3tefc1Ilfe**:a*ALfc*fe, P r o 3 fcJ&fiMRU (1 2 

p) %n&3M~?$>2> 0 

O 

Pro 30ft«KRj£0*fr^o^-C»4^ S^ftAO [ItA 1 4] 
[0 16 1] 
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Mt3 0] 




3q 4<1 



[0 16 2] 

[IgQl] 

it&m (lq) Mfc^tJ (lq-2) ^TOlt-HSltCJ: ^ Ifc^ ( 
1 q) <7)3{£KSm»£>$AU tt&m (2q) £#&X=fre£> £ o 
TO£oat4fttLt^ I^tSA^ [ISA 4 ] ^#^i:|SI«>c^f 9 

o 

[0 16 3] 

[ISQ2] [ISQ3] 

ft^i (lq) , (2q) ^Pro3tR«iUft^d (3q) , (4 q) 
£#&X*i-Tr&&<> 

Pro 3 (DrnWrnmB^gz®-^^^ $5Bi^£AO [X*1A l 4] 

[0 16 4] 
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Mb 3 i] 





?*4 n R = 



CXW1] . r-\. _ tt«« . Ry ^f° , ; N _ Pro , 



R « J R42 , r R {, r <2 2 r ft34 R<1 3r 

Rrji RS2 R40 R S1 ,R«2 R40 

[ISR3] ' [IIIR4] ... / ~ V, 



Pro 2 — N N — Pro, »- HN % 5 N — Proi 

H 2 N— Pros y ( Rj 2 . / ( R42 

R34 R 4l 4r R S4 R H 5r 



R 2 Bf 




[ISR5] 

[0 16 5] 

[IDgR 1] 

(1 r) ^x^fMkL/cf, * -Mt^XVt&m (2 r) 

TfcSMtV^A, *BJMb^hV^A, 7»fb77ij>7A. M'Jf^A 
> j^m^h^^A, IftBIJ&y^A, j^m-tv^A, TK^bV^-^A, Tj^t^b 
V *A, TjC^k* y -7*^-;uy ^T^Vj^A, 'Jf7A^b'J 

[0 16 6] 
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[ISR2] 

(2r) *«7cLfe^ Xfryt-MtLXlfrk® (3 r) SrflSIS 

[0 16 7] 

[ISR3] 

(3 r) t7 5 >S:JRJ35$*T, (4 r) *tlSIg^&o 

[0 16 8] 

[ISR4] 

tt&m (4 r) <7)P r o 2 fcBMRKU (5 r) *H5Ig"e*S 0 

Pro 2<Dl§IKJS^^i^^tli, ffiv^;ftlii:J:ot, #i£t±^fc 

mniAit^m^- ^mtim v * * ^ > *#$u b v ? * * * »» 

x?y-;K ^n/v-;w v^^;v^;v."7 *3f~> K> N,N-y^f;v 

[0 16 9] 

[IDgR 5] 

-ffc^tJ (5 r) Kft^tJ (6 r) fcKJ&S-frfcfc, P r o 1 fcJ&fiHRU 
% (7 r) £f£&I$n?fc£o 
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it&m (5r) tit&m (6r) t<DiJ y *fV >7EJ&8tfat LTfi, ^at^ 
Prol <7)m^^S<7)^#^ov>-C(i, Kjt^^AO DDgA 1 4] <D&ft 
[0 17 0] 

ja±a f — (i) &&xf (i i) -e^s*t&^wo»i6*fe^*«"c* 

LTv>T&J:<, vvr*ifeaj*H*h 9£fc»K *1zBU&* 

fttf^CR^StLfcv^fcttH? S-e^^rv^o — jg^C (I) jsilK (I I) tr^t 

$tLSf^W7'j-^fc tr#'bttSJ#'B-, frf5<7^k^ (1) &£U* (1 1 
tfz y — ti&t (i) (1 1) ^$*LMb^tHcov>T#fb*i&®*?>^ 

[0 17 1] 

— flbS ( I ) is «fc l>* (I I ) T*^$^^^^{i> Mx.(mTOH»J^IBfc 
[0 17 2] 

j»fr!ll. f7- (2 -»nn7x-jv) - 1 6-i^rV-8- ( 

1 -4)V) -6. Ka- 1 H-*/'J 2 =JJk±JtS£] 

a) 2, [ 7 -^V*^- 2 , 6-v^V-l 
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2, 6, 7 -T- b 7 t: Fn^'J >- 3 ->f j^f-^^^T-;!/ 
[ft 3 2] 




7-^>v;V3r-9->^>8. 6 6g£N, N-y^f^^A7^K3 0 0m 
1 L> TR^bf* h'J^Al. 57g, ^nn^f;v^«y?V-h7. 7 m 

1 ^tr^»L7^o ra*^f;K«L, tK, IN 

: i -mm^-m x n ^ niBft^tf 2 . 6 6 g £#/c 0 

!H-NMR(CDCl3) 

£ 1.18 (s, 9H) 5.45 (s, 2H) 6.06 (s, 2H) 7.34-7.39 (m, 5H) 7.58 (s, 1H) 
8.18 (s, 1H). 
[0 17 3] 

b) 2, 2 - C J ^^)V-fu\i^^M [7 —- 1 ~ — *<f-)\s- 2 , 6- 
v^-^V-1, 2, 6, 7-rh7tKn7 B 'J>-3-'f^] ^)^Xt^ 
[ft3 3] 



2, 2 -v^^-^7°ntf^>@^ [7-^>v;V-2, 6-y*^rV-l, 2 
, 6, 7-t- b5t KD7°'J >-3 -'ffl'] ^fJVxxt;V2. 6 6g£N, N 
- 75K3 0ml K'SM U j^:*? V7AI. 6 g . 3 - * 
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75/ 



fc 0 ^SES: hJVx>tHJfal/-ya>U ^IMk^tl 2 . 1 6 g £#fc e 
lH-NMR(CDCl 3 ) 

£ 1.18 (s, 9H) 3.41 (s, 3H) 5.49 (s, 2H) 6.11 (s, 2H) 7.26-7.39 (m, 5H) 
7.57 (s, 1H). 
[0 17 4] 

c) 2, 6-v^V-l, 
2, 6, 7-f >7tKn7''J>-3-^V] ^f^XrJV 
[ft 3 4] 



2, 2->7fJV7°net^ [7 -s<y*J)V- 1 2 , 6-^* 

2, 6, 7-f >7tKD7'r/-3-^l/] ^f;H7>t;V2. 3 

4 9 g 10 0ml Kmmi>, 1 0 v -7 1 g £Un£, tK^#H 

8 7 1 g fcWfco 
lH-NMR(CDCl3) 

5 1.19 (s, 9H) 3.48 (s, 3H) 6.17 (s, 2H) 7.83 (s, 1H). 
[0 17 5] 

d) 2, 2-y7Wnft>l [7- (2-^nD7x-;v) -1- 
j^^;V-2, 6-v>'t^V-l ( 2, 6, 7-T- h7t Kn^'J >-3 — f ^] 
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[ft 3 5] 




CI 



2, 2-v^^-;V7°nt 0 ^->m [ 1 2 , 6-v^-^V-l, 2, 

6, 7-Tf7kKD7'r/-3-'f^] ^/Io^t-TH . 6 0 2-^n 
07x^fn>fl. 8 3g>ftlUR (ID 1. 5g£N, N-v^^* 
;UTn'3 0ml KJKiS e y 3 m 1 * Jnx., lfit:t 3 B RHSt# Lfc 

o ^f££vy #^;V#^A^n^b^77^~KTffiS£U ^dr-^^-^^f 1 - 
;v (3 : 2) v#fcB55MlU*K *Bft^«7 2 4mg^, 
[0 17 6] 

e) 4- [7- (2-^no7x-)V) -3- (2, 

— ;^^rv^f;V) -l-^f-^-2, 6-yt^rV-2, 3, 6, 7-T-h^ 
tKn-iH-7°'J>-8-'f^] ^r/^-l-^V*'^ t-^x 



2, 2-^^7*0^^ [7- (2-^no7x^v) - 1 
-2, 6-v^^rV-l, 2, 6, 7— r f7t Kn^'J >-3-W;V] 
x^f^7 2 4mg*N, N-y^f ;^M7U'l 5m 1 CliSU 



[ft3 6] 
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77/ 



5;§> 2>ifc£Sfci&iU 2, 2-^Wntft>8l [g-^nn-7- (2 
-^nn7x-)V) -l-^^;v-2, 6-v^^rV-l, 2, 6, 7-f f7 

-rb^r*>*^iK-;V^7 v> 4 g U 15 0° CKMtfco 3B#f B 1 

*y;v*7A?n7b^77>f-i:tliSU (3 : 2) 

&m$HS i 0 . mfflk&VB 7 2 4 m g SrW^o 
[0177] 

f ) 4 - [ 7 - (2-^D07xiJl/) -l-^-f-;W-2, 

2, 3, 6, 7-f h7tFn-lH-7 8 'J>-8-'f^] l-# 

[ft 3 7] 




4 _ [ 7 _ ( 2 -^nu7x^) -3- (2, 2-^f^7*Dt:t-W 
^y^f;v) -l-^^;^-2, 6-v**V-2, 3, 6, 7-7>7tKn 
— l H — 7"^ > — 8 — 4 tf^v v>- l -3&/u#>flfc t 

iH-NMR(dG-DMSO) 

* 1.35 (s, 9H) 3.04 (s, 3H) 3.06-3.12 (m, 4H) 3.17-3.22 (m, 4H) 7.48 (d 
t, J=1.6, 7.6Hz, 1H) 7.53 (dt, J=2.0, 7.6Hz, 1H) 7.63 (dd, J-2.0, 8.0Hz, 



mSE# 2003-3096415 



Sfrm 2003-117927 



78/ 



1H) 7.65 (dd, J=1.6, 8.0Hz, 1H). 
[0 17 8] 

g) 4- [2-^nn-7- (2-^nn7x^v) - 1 -;X 6 
3rV-6, 7-ytKn-lH-^'J>-8-^V] bT^9^>- 1 

Mb 3 8] 



4- [2, 6-v^nu-7- (2-^nn7x-;i/) -7H-7°'J >-8— f 
Mb 3 9] 



4- [7- (2-7nn7x-ik) - 1 2 , 6-v ? ^^rV-2, 3 

, 6, 7-7h7tKo-lH-7 p 'J>-8-'f^] t'^7y>-l-*^**> 
t - T^f X f ^ 7 8 m g 5: t v igf 1: 'J > 3 ra U:?l$ L> 1 2 0° C 
texmcm&Lteo W&foZmffiL, iI^7f7tKn77>lmlClil 
fc Q I^^W^t- 7f^y*- ^->50mg, ff7tKn77>'lml 
. RSfTK*^ h'J-7^1 0 0mg> 7R0. 5ml *>JR?»ifc»Hc&§; ^ffiKT 3 

^h^?"7>f-KTJR|»U ^^"9"^-*B|if-^ (3 : 2) »ffi$MU»K 4 
- [2, 6-v^nn-7- (2-^on7x-JV) - 7 H-7 0l J > - 8 -A ;v 
] tf^7^>- 1 -iJ)Vi$yW. t-7*fJViXf;H6mg^ 

(1 : 9) $gtti53*lH<i: !K 4- [2 -^nn- 7 - (2-^nn7x^ 
;v) - 1 6 -*#V- 6, 7-yHKn-lH-7°'J>-8-^^] 

tf^vv^- 1 -*)V#>m t -7*f;l/XXf^ 1 OmgifCo 





miE# 2003-3096415 



#M 2003-117927 



i—v: 79/ 



[0 17 9] 

h) [7- (2-^nn7x-;i/) - 1 6 -**V- 8 - (Vf^ 

r/V-l-^v) -6, 7-ytKn-lH-^ 1 J>-2--f^t^y] Itf 

[ft 4 0] 




4- [2-^nn-7- (2 -)no7x-jV) - 1 6 V- 

6, 7-ytFa-lH-^r/-8-^V] v > - 1 - iJ t 

-7*f;Vx7f;H Orag, n-jl/fxf^xXT^ 1 0mg£N-^;V 
eniJKVO. 2ml fc$fffl|U TK^bi" f'JvAl Omg»^ lfi^t2 
^1»Lf: 0 RJfcifc&#»^*fciiFJSU lN-tfT«U 4- [7- 

(2-^nu7xx;v) -2-xh^y*JVjKx;l'^ b ^ v- 1 - ^ 6 - 

7-ytKn-lH-^'J>-8-^v] e^7v>-l-*^f 
>H t-7 , W^f;V2 4mg^#fco iOt08mg*h 1 J7A'tDftK 
ML, lilJto H$eW»^7 f^77 ^ - CTIIIL, ft 
IMb^-%2. 1 lmg*#fc. 
MS m/e (ESI) 447 (MH+-CF3COOH) 

[0 18 0] 

jii^ \7- (2-^7UUy - l-^f;i/-6- t^r7-8- ( 

^7-/>-'l->fJl/) -6. 7 KP- 1 h--7°u y- 2 =_dJk±£t^\ 

at a 1] 




HiSE# 2003-3096415 



mm 2003-117927 



^-v: 80/ 



4- [7- (2-^nn7x^;v) - 2 - j. > ^ v*;vjK— h ^ v- l - 
p{^;V-6 -**V-6, 7-yt Kn- 1 H-^U >- 8 -<f;V] tf^7v> 
-l-*^#^Bft t-Wx^7M6mg*^/-^0. 4m K 5N 
-frWtftl- h 'J * ^tM#$lO . 1 m 1 fcjfjnx^ MrmlcT 2 UTOL^o Kfcffi. 

-CtilU «ffrft;£-&2. 4 5mg^|/;o 
MS m/e (ESI) 419 (MH+-CF3COOH) 
[0181] 

-1. Kn-7°ij >-6-^-> 

a) 2, 2 - ^f;v-7°n fc?*:^ [ 7 3 - ( 2 , 2-v^^V 
■7°ne^--;v^^v^f-;v)- 2 , 6-v*^V-2, 3, 6, 7-ff7tF 

[It 4 2] 




7 -^y^W>f> 9. 5 4g£N, N-^^f ;V*M75 K2 5 0m 

1 fci&fl? U 'J-)A17g, ^nn^ -y7l/-H4. 2ml £in 
x., 5 0° Ct:-|!-^#U7Co &j£m£5»^;VT^U tK. 1N-Mt 

2 ?#tti7>® <t *3 > mmt^ 1 2 . 8 g £#£ 0 
[0 18 2] 

b) 2, 2 -vV-^T/nt:*^ [3 -(2, 2 - *J * ^-)V^u tf ^-^;V^^f 
->^;v)-2, 6-> ? ^^rV-2, 3, 6, 7 - T Y *7 Kn y°V y - 1 - -i 



f±ifiE# 2003-3096415 



mU 2003-117927 



^-v: 81/ 



{itA 3] 



0 0 h 



^0 



2, 2-vp<^;V7 p ntf^-^^ [7-^>> > ^v-3-(2, 2-V^^-)Vy°u 
lit-JVt^v^f^)- 2 , 6-yt^rV-2, 3, 6, 7-f h7tKny 
U l ->f;v]^^-;v j^x;v£J1v>t^I«iJ l c) £P»K:#kgU ^IMk 

[0 18 3] 

c) 2, 2-v^^;V7°nt:^>m[7- (2-^no7x-;v) -3- (2, 
2-yVf;^nft^;i/t^ry^f^) -2, 6-v^*V-2, 3, 6, 7 
— t" h^t: Ku-7°i; > — 1 --f;i/]^f-jvxxtiV 
Ut4 4] 



2, 2-y^fi^nft>^ [3 -(2, 2-^Wnet-^^r'> 
^^;V)-2, 6->^3rV-2, 3, 6, 7-f f7t KD^'J >- 1 

iH-NMRCCDCls) 

£ 1.16 (s, 9H) 1.22 (s, 9H) 5.99 (s, 2H) 6.19 (s, 2H) 7.42-7.52 (m, 3H 
) 7.58-7.61 (m, 1H) 7.73 (s, 1H) 
[0 18 4] 

d) 4 -[7- (2-^DD7x^) -1, 3-tf*- (2, 2-P*^fr7° 
u\*.jr-)VJr*z/*1-)V) -2, 6-v**V-2, 3, 6, 7-f h5tKn 




{±1IE# 2003-3096415 



2003-117927 



^-v: 82/ 



1^4 5] 



2, 2 -^^f-;vy°ne^^^[7- (2-^nn7x-)V) -3- (2, 2 
-vM^;V"7°nif^;v^Jr->^f-;v) -2, 6-v^^V-2, 3, 6, 7- 
T" f7t Knyv >- 1 --f )V~\ff~)Vx.^7-)V%m^xmM&\\ e) fcra&lc 

lH-NMR(CDCl 3 ) 

a 1.16 (s, 9H) 1.23 (s, 9H) 1.44 (s, 9H). 3.20-3.35 (m, 4H) 3.32-3.37 ( 
m, 4H) 5.92 (s, 2H) 6.09 (s, 2H) 7.41-7.49 (m, 2H) 7.52-7.57 (m, 2H) 
[0 18 5] 

e) 4 -[7- (2-^nn7i-;i/) -1- (2, 2 -V ^^-)V--fuM^ - 
;vt^v^f;v) -2, 6-v^"^V-2, 3, 6, 7-ff7tFn-lH- 



4 -[7- (2-^no7x;)V) -1, 3-tfx- (2, 2 - ^;V7°n tf 
tc;vt^y^f;V-2, 6-v;*^V-2, 3, 6, 7-f f7t Ko— 1 H 
8 --f;v) 1 t -7f;vx7f;i'2 . 2 

27g^f h7tKD77>10ml, ^y-;V2 0mli:)IIU 1, 8- 
y7t'k'->^n[5, 4, 0 ] ? - 7— ^ > 0 . 518ml£in;U 

1 . 0 2 5 g 




[ft 4 6] 




mtE# 2003-3096415 
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^-v: 83/ 



lH-NMR(CDCl3) 

a 1.16 (s, 9H) 1.44 (s, 9H) 3.22-3.24 (m, 4H) 3.33-3.35 (m, 4H) 5.90 ( 
s, 2H) 7.43-7.47 (m, 2H) 7.51-7.57 (m, 2H) 8.71 (br, 1H) 
[0 18 6] 

f ) 7-(2-^DU7x-;v)-2-y^D7'f d ry-8-t:V7^>- 1-4 
Mb 4 7] 



4 -[7- (2-^no7x-;i/) - l- (2, 2-y^f;V7 0 nn°t"^t 
^rv^f-;u) -2, 6-y't^V-2, 3, 6, 7 - t Y =7 t: Kn - 1 H - -fV 
>-8-^f;V]tf^7 v>- 1 -*;V^>Sft t -7*f^f^8mg4N, 
N-^WiVATU'O. 3mH:iiU 7'n^y^n7^>0. 0 5m 
1 > J£M# 'JW2 0mgS:M, 50° C IZXfc&MWLtio KBWLKWfM^- 

^ 1 . 8 9 m g 'Htfco 
MS m/e (ESI) 375 (MH+-CF3COOH) 
[0 18 7] 

mi4. 2- [7- (2-7*-)V) -1-^^-6-^^7-8- (fc? 
^7y>-l-^V) -6. 7-yeKn-lH--/r/-2-^H^vl 2 

a) 2, 2 -V ff-)\>7°u\Z*VM [7- ( 2 ;W -1-^;V- 

2, 6-yt^rV-l, 2, 6, 7-f h7tFn7'J>-3-^H ^^;VJi 




miiE# 2003-3096415 



#M 2003-117927 



-^-v! 84/ 



[it A 8] 




2, 2-vVfiV-/nt°t>f [l-J^fr- 2 , 6-v**V-l, 2, 
6, 7—t V Kn^U y- 3 -'OKI p< f^x^f^l . 87 1g£N, N 
-^WMTU'3 0mn:ifU ^fcgWPJ^Al. 5g> 2--?<f-~ 
jV7*n< K0. 7ml £jjn;U ^KT«dt#L£o J£j£^£E£m^^ifr 

**yy-Wm^* (3:2) }&ffi5>!U *K #15^^/2. l 2 g£t#fc 0 
[0 18 8] 

b) 7- (2 -1-^7^-3, 7-ytFD7 t, J>-2, 6 

— ¥-%y 



H 

2, 2-y^f;^niit>i [7- ( 2 -f^—fr) - l-**f-)V- 2 
, 2, 6, 7-f h7tKn7''J>-3-^^] 

lH-NMR(CDCl 3 ) 

8 1.91 (t, J=2.4Hz, 3H) 3.39 (s, 3H) 5.10 (s, 2H) 7.93 (s, 1H) 10.62 (s 
, 1H). 
[0 18 9] 

c) 4- [7- (2--7^-;W -l-^f-;V-2, 6-yt^7-2, 3 
, 6, 7-f h7tKn-lH-7*'J>-8-^V] v >- 1 



[tt4 9] 




£HfI# 2003-3096415 
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^— v : 85/ 



[4fc5 0] 
0 



H N 

7- (2-r^-;V) - 1 -**f-)V- 3 , 7-^KD^)>-2, 

y*m^x, msmi e) t^:jaiL> statist 

lH-NMR(CDCl3) 

5 1.48 (s, 9H) 1.83 (t, J=2.4Hz, 3H) 3.37 (s, 3H) 3.37-3.39 (m, 4H) 3.5 
8-3.60 (m, 4H) 4.87 (s, 2H) 9.68 (s, 1H). 
[0 19 0] 

d ) ( 7 _ ( 2 -r^--;v) - 1 -^f^-6-t^y-8-^7y>- 1 
_^; V _ 6> 7 Kn- l H-T" 1 ; >- 2 — >f )V3r*i/) -7x^;v^ 

Mb 5 i] 

0 




4- [7- (2--/f"-;V) -1-^^-2, 6 V- 2, 3, 6, 

7- f >7t Kn- 1 H-7" 1 ; >-8-"OKl ^5y^-l-*^>t t 
-Wi^f^8mg, 2 -rnt7x-fl/ftai>f;vx7f^ 1 OmgtN 
, N-^f^AT^KO. 2mlt:iilU »'J7A 1 Omg^rJlDx. 

. 5 0° cictiwawLJto frfom-ftm^^ztoz-. 7X^ in-»t 

D7^77^- i:tffii WfBtt^ 1 • 0 7 m g 

MS m/e (ESI) 451 (MH+-CF3COOH) 
[0 19 1] 

mmms. i- (2-y*~)\') - 2 - v^p^va^^v- 3 

8- ftf^y^-l-^^ -1- KP-TiJ V-6-*> h V Zik 



tbiE# 2003-3096415 



mm 2003-117927 



^-v: 86/ 



±5MI 
Mk5 2} 




3- Ki^n^^>£JE^T#g«J4 fc^t^IL, fRffift^fc&fco 
MS m/e (ESI) 385 (MH+-CF3COOH) 
[0 19 2] 

^WH6. 7- C2_z^±^ik) -2- (?---7*}^y) 
UtS 3] 




MS m/e (ESI) 359 (MH+-CF3COOH) 
[0 19 3] 

mmM7. 7- (2--7*^~;i0 -2-y^n^>W^y-l-^f^- 
8- (H>7y>-l-^l') -1. 7-ybKn-/')>-6-^> h V 7Jk 

Ut5 4] 




MS m/e (ESI) 371 (MH+-CF3COOH) 
[0 19 4] 

mmmx. 2- f7- (2--r-^~;i/) - 1 zui±Jk= 6 8 - (tf 

tBliE# 2003-3096415 



#11 2003-117927 



^-v! 87/ 



^y>-I-^V) -6. 7-yHKn-lH--/')>-2-^Wyl 7 
Ut5 5] 



fc. 

MS m/e (ESI) 417(MH+-CF 3 C00H) 
[0 19 5] 

^MfrllQ. 2- f7- (2- -7"^^;V) - l->f^-6-t^rV-8- 
^^^'>-l-^;i/) -6. 7-i;^KP-lH-^)>-2->f ^Wl -f 

Ift5 6] 



^y';*^:f±y';y7^ N H — DM 2 0 3 5) ^T?n7b^ 
^ 7 ^ -flljj u g^m^^-^- ^ ^ / (20 I 1 ) mftfrW i 9 SIBft*^ 

MS m/e (ESI) 404 (MH+) 
10 19 6] 

^MLLiL 2-17 - (2--7*^~;v) - l ( 
\L^Vy-\-^ )V) -fi. KP— 1 H — '7 Pl J >-2- / f^^ J Pyl 

•/n^yf b 1 J Z 2k ± p HMi& 





UilE# 2003-3096415 
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88/ 



Wfc5 7] 




4- [7- (2 - - 1 -ff-)V- 2 , 6-y^^V-2, 3, 6, 7 

-f f7tFn-lH--/r/-8-^v] fcf^v^- l — a/i/sKvlfc t - 
^xXf;V8mg, 2 -•/n^'/n kf^ Z/^x.^- )V 1 0mg£N, 
N-y7f;v*;^75 FO. 2mH:iiU wiM* U * A 1 0 m g fcJnx.. 
5 0° Ci:tM»l/: 0 a&^Kffcm^^fln^ tK. 1N-W:t^ 

?#-u mmmzmML, 4- [7- (2-^-;v) -2-d-^^^v^ 

h^rv)- 1 - ^f-^-6-^-^y-6, 7-yt KD- 1 H-7°'; >-8->f 
-;V0. 4mU:MU 5 N-TK^b^ h V "7A7Xv§^0. lml&tJDx., M 

MS m/e (ESI) 375 (MH+-CF3COOH) 
[0 19 7] 

ilill. 7- (2--7*^~;l/) - 2-njpy-l-^f;i/-8- [bT£< 
r/'y-l-^V) -1. 7-ybKn-/')>-6-t> b^-7JV^Pl^^ 
a) 4- [7- (2-"7*^~;V) - 2 - ? n n - 1 - * ^)V- 6 - * * V - 
6, 7-^tKn-lH-7 p, J>-8-'f^] tf ^ 7y>-l-*^f>l t 



4- [7- (2-7*^->V) -2, 6 -v^7 nn- 7 H-7 0l J 8 ;v] tf 



Mfc5 8] 




fctilE# 2003-3096415 
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^-v: 89/ 



Ub5 9] 




y>-N H-< 



,0 



'o-f 



4- [7- (2-7'f--^) -l-*?-)V- 2, 6-vt^V-2, 3, 6, 

7 -T- h 7 £ Ko- i H-yu >- 8 ;v] v>- i t 

-Wx^f;l/5. 12 7gSr*^>»>7 5mn:»»U 12 0t;(: 
XtmWkWLfZo £Jfci£*Sfc*&U SSSrfh5tKn75>50mli:»#fL 

^Bfe7K*"t- HJ-7A100g, *2 0 0ml ^Jl^^^^^r, 1 R$HQ 

ny-)AT«*U 6ift. LTto ^I*y'^W9A^n-7f 

^'^•7^ -tcrfflMt, ^^-9->-@m^;v (l : l) ?§ta$3iS.fc «K 4- [ 

7- -2, 6 -v^nn- 7H--/ 1 ; >-8--f ;V] tf^v 

1 t-T'f-^i^T^l. 3 4 8 g [lH-NMR(CDCl3) * 1.5 

0 (s, 9H) 1.87 (t, J=2.4Hz, 3H) 3.64 (m, 8H) 4.81 (q, J=2.4Hz, 2H)] 

^**yy-wm^fr (i : 9) itB^Ii^ 4- [7- (2-r?--;v) - 

2-^nn-l —ft-fr- 6 -t*V- 6 , 7-^tKD-lH-^V>-8- 

>f ;v] tf ^ 7i?>-i-ii)\< t - -r ;v [1h-nmr(cdc13) a 1 

.49 (s, 9H) 1.83 (t, J=2.4Hz, 3H) 3.42-3.44 (ra, 4H) 3.59-3.62 (m, 4H) 3. 
73 (s, 3H) 4.93 (q, J=2.4Hz, 2H)] 1. 2 3 8 g#fc 0 
[0 19 8] 

b) 7- (2-r^-;v) -2-* -^;v-8- 
-l--f;v)-l, 7-yt Fnyij >-6-*>- h U -7;v*nf1=|f:t& 



4- [7- (2-7^-;i") -2-7DD-l-^f;V-6-t^y-6, 7 



Mfc6 0] 




tBII# 2003-3096415 



mm. 2003-117927 



^— v : 90/ 



-yEKn-l.H-^T/-8-f;v] \£i?i?>- l -% t 
jVi^riV8mg*^^-^0. 2 m 1 Kv#$?U TfcSHt^ h V ^ A 1 0 m g 

h -7 ^t:tiiu mmt&%9 1 . 7 2 m g 

/Co 

MS m/e (ESI) 317(MH+-CF3C00H) 
[0 19 9] 

«Eff!ll2. 7- (2--7^^;V) -2-xl>jry-l-^f;i/-8- (fcf^ 
vv>-l-^;v) -1. 7-yl;KP -/')>-6-t> 



7^0 i<?)^^NH-y'J*^V^fflv>T^07by77^iSU ft^^" 
(2 0 : l) itH^Ii ^onUit^m^tzo 

lH-NMR(CDCl3) 

8 1.42 (t, J=7.2Hz, 3H) 1.82 (t, J=2.4Hz, 3H) 3.02-3.06 (m, 4H) 3.40-3. 
42 (m, 4H) 3.46 (s, 3H) 4.51 (q, J=7.2Hz, 2H) 4.90 (q, J=2.4Hz, 2H). 
MS m/e (ESI) 331 (MH+) 
[0 2 0 01 

17- (2-7*-n,) -i-^f^-6-t^rv-8- (e^ 

vv>-1-^;V) -6. 7-vfc: KP- 1 >-2-4 )V**i'mm. 

[ft 6 2] 



[ft 6 i] 





0 



ttJliE# 2003-3096415 
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^-v: 91/ 



[0 2 0 1] 

mWm\A. 17- {2.-~f*f- — HA - l-^fJV-6-i^V-8- (\£s< 
vv>-l-^;V) -fi. 1-VM. Kn- 1 H-yiJ >-2-^;V^-^vlE^i$ 
f <b 6 31 



4-[7- (2 - ;v) -2-^nn-i-^f;l/-6-t^rV-6, 7 
-yt Kn- 1 H-7' 1 ; >~ 8 tX7y>- 1 -fc/HJOg t -"7*^ 

;i/x^r;v^fflv^lPJl 1 ^ICWL, [7- (2 -"^—/lO -1- 
^^;i/-6-^^V-8- (tf^vv>- 1 ->f -6, 7-ytFo-lH 
-•/U 2 ^ir^iylWB.^^^^-T^ Y V 7 fr*umWM.t, [7- 

(2--7^~;v) - l 6 -t^rv- 8 - (^7y>-i-^v) - 
6, 7-vt: Kn- l H-7" 1 ; >- 2 l>'J7;^nftM 
MS m/e (ESI) 361(MH+-CF 3 C00H)] £#/c 0 [7- ( 2 - :/if--;i/) -1-^^/1/ 
-6-^7-8- (\£s<?i?>-l-<f fr) -6, 7-7tKn-lH-7''J 
>-2-^^t^ry]Wxf;vx^fJV h V y^ni^itJ^ NH-vV 
*^^ffl^t^nvh77 7^-ilL, iixf;v-^^;-;v (20 : 1 
) v#ffi£iIU «9 [ 7 - (2-r^^;v) -l-p«f-;v-6-^-^v-8- (t:^ 
1 -6, 7 -yt Kn- 1 H-7" 1 ; >- 2 ->f;vt^y]if 

jc^-;i/jc^-r;V[lH-NMR(CDCl 3 ) ^ 1.29 (t, J=7.2Hz, 3H) 1.83 (t, J=2.4Hz, 3 
H) 3.02-3.06 (m, 4H) 3.38-3.41 (m, 4H) 3.55 (s, 3H) 4.22 (q, J=7.2Hz, 2H 
) 4.90 (q, J=2.4Hz, 2H) 5.03 (s, 2H) ; MS m/e (ESI) 389 (MH+)] £#fco 

[0 2 0 2] 

^flfefllll B. 7- (2-V^^;V) -2- (2-* h*i/x.h*z/) - 1 
-9^-8- v>- 1 -^;v) -1. 7 -vfc: Knyj >- 6 h 




ttilE^f 2003-3096415 



#M 2003-117927 



^-v: 92/ 



[ft6 4] 




2-^ h^rvi^y-;v^fflv^r^Wfli 3i|s]ii:MU ^Iffift-a-^tf 

MS m/e (ESI) 361 (MH+-CF3COOH) 
[0 2 0 3] 

IMi 6- 1 — T 7 — -i-^;v-6-^v-8- ( 

tf^7 v>- 1 -^r ;V) -6. 7-yb KP- 1 H--7°'J >- 2 -^;V^v1 

Mb6 5] 




1 -t: Kn^vv^ny°o/^>*;v^>M^^^^^'r^*M^ i "C||»!l 1 3 

i>^7^ -3t®u (20:1) m&frmx Tommit 

1H-NMR(CDC13) 

5 1.19 (t, J=7.2Hz, 3H) 1.39-1.42 (m, 2H) 1.67-1.71 (m, 2H) 1.83 (t, J= 
2.4Hz, 3H) 3.02-3.05 (m, 4H) 3.37-3.40 (m, 4H) 3.49 (s, 3H) 4.14 (q, J=7 
.2Hz, 2H) 4.90 (q, J=2.4Hz, 2H) 
MS m/e (ESI) 415 (MH+) 
[0 2 0 4] 

lilCLL 1 — f 7 — (2 - i-^^;i/-6-t^rV-8- ( 
e^^v>- 1 -6. 7-S>'£ Kn- 1 H--7°iJ 2 

v ^ p -/p > ;fr 2kj£ > BE b ]} 1 fr* Pill 



mtIE# 2003-3096415 



mM 2003-117927 



93/ 



[ft 6 6] 




4- [7- (2-r^xwv) -2-^nn-i-^f;v-6-t^v-6, 7 
-yt Kn- 1 H- v 0l J >- 8 --f ;v] \£Uif>— 1 — fc/Psl^Bfc t—7*f- 
;vxxr^2 Omg, 1 — t. Kn*'>y^n^n;<>*M>Wxf^x^f ^ 
2 Omg^N-^f^H'n>) K>0. 2ml Ki#ft?U ^fctf'J'JAl Om 

m&LtZo fll^liL, 4- [7- (2-"7^-;i/) -2- (l-x^v 
^;V^-;l/v^n7 8 n^°^-» - 1 - * *f-)V- 6 V- 6 , 

i 8 ->f ;v] ^7y>-i-*H"/?| t - •/fA'X^f^e 

3mg^o ^(^^^x^y-^O. 4m U 5 N -TfcBJMfcf- b V V A^Kvt 
ifco. lmlCHU 5 0° Ci:t^i#L/;o Mi:iN-IiS:li 
, ^xf;H;ttt{lit/:o *r««£iftliiU 4- [7- (2-"7^-;v) -2 
- (l-*W^yy^n^n^y) - 1 6 -t^V- 6 , 7-v 

tKo-lH-^r/-8-'f^] 1 t-^^V^ 

tz 0 ig^a^Mtt^n7 h -7 4 -CtttSL, IIIBft-B^ 1.64 
m g ^n%tz 0 

MS m/e (ESI) 387 (MH+-CF3COOH) 
[0 2 0 5] 

Mjjffil8. 1- T7- L2_x^±^ik) -l-^^;i/-6-^^rV-8- ( 
H'^7^>-l-^f;i/) -6. 7-y^Kn-lH-7')>-2-^;Vt^vl 

Mb 6 7] 




ffiffiE# 2003-3096415 



mm 2003-117 9 27 



: 94/ 



4- [7- (2-7*^~;i.) -2- (l-*m'>i/^n7 p n^y) -1 
-^;v-6-*^V-6, Kn- l H-7 0l J >- 

1 t -^f^x^f^ 1 lmgtf>7tKn75>lml 
^i#fi?U b 'JxfA'T? > 0. 0 5mK 7Dn^xf ;V0. 0 5 m 1 

5M#Lfco 20%T>^E-T7KO. 1 m 1 *J)Dx.^ 1 

7 ^f-t:titU mtiit^ 1 . 1 8 m g ^#/: 0 
MS m/e (ESI) 386 (MH+-CF3COOH) 
[0 2 0 6] 

$M119. 7- (2-"7^-;V) - 1 -^^;y-2- f7 
fc: Yu7*7y-Z-4 -8- (tf^^y*>- 1 zii jkj -1- 7-y 

[lt6 8] 




MS m/e (ESI) 387 (MH+-CF3COOH) 
[0 2 0 7] 

OTEff!l2 0. 7- (2--7^x:;V) - 1 - 2 - 7 ^ 7 ^ v- 8 - 

^^v^-l-^;v) -1. 7-yl^Kn-/'J>-6-i> V ') -7;i/:frnifeig 

[ft 6 9] 




mmE# 2003-3096415 



mm 2003-117927 



^-v! 95/ 



MS m/e (ESI) 379 (MH+-CF3COOH) 
[0 2 0 8] 



MS m/e (ESI) 373 (MH+-CF3COOH) 
[0 2 0 9] 

mffiM2 2. 7- (2-^=-)V) -1. 2 8- (^r/>- 
l->f;v) -1. 7-ybKn^')>-6-t> h !J Zik±PflM^ 
Mfc7 1] 



4- [7- (2 - 7*^~;V) - 2-^nn-i-^f;v-6-t^V-6, 7 

-yt Kn- 1 H-7 01 ; v- 8 — >f n/] 1 t-y-f- 

^>0. 2mli:iiU ^WV^^O'JK (1. 5^rf7tFD7 
=7 >>mm 0 . 2ml^ 5 0 "C tCT 0 . 5 B*m«fli Lfco EU&fo*mfc 

MS m/e (ESI) 301(MH+-CF 3 CO0H) 
[0 2 10] 

mWM\2 3. 7- (2-r^-;v) - 1 2 -ff-lV- 8 - G£CL2 



7y>-l-^Vl -6. 7-^'t:Kn-lH-y')>-2-^Jl/l Mx^v 
jix-t-jv h_LL2 2kJl EBIMM 
[ft 7 0] 





fctjfl# 2003-3096415 



mm 2003-1 17927 



^-v: 96/ 



*J>-\-<<M -1- 7-y^Kn7'-)>-6-i> LjjJZjkJLnUM^ 



4- [7- (2-^— ;V) -2-^nn-l-^f;i/-6-t^y-6, 7 
- yt Kn— 1 H-7 Si ; >- 8 -A ;v] v>- 1 -ii^^W. t-T £ f~ 

**T>0. 2ml«U 7*f;V7^f-y^A^n'JKO. 5ml (2. 0^6 
;Uv:c^;v.x-x;W#Vi£) ti?>9 jru*) V 2m \ (0. 5 h 9 ^ Kn 

7 7«) £&^C*6rl^L7^iR0. 3ml£#n£, 5 0° Ct:t5^1 

fco 

MS ra/e (ESI) 343 (MH+-CF3COOH) 
[0 2 11] 

^jfega 2 4. 7- (2- -f* — M - 1 - * ±jk= 2 8 - C 

vv^-l — f;l/)-l. 7-yHKu7°')>-6-t> b !i ^i^PigfeMs 
frffc7 3] 



^>^7^y7A^n')K0. 5ml (2. 0 ^jVyxf ;i/i-f 

) i:^>^^n'JF2ml (0. 5 ^iVT h 9 £ Ko 7 9 >Y#M) fc&fcri* 

MS m/e (ESI) 377 (MH+-CF3COOH) 
[0 2 12] 

tliai2 5. 7- (2-7^~jv) - 1 2 - (2 --7^^-^;^) - 

8- (fcf^^v^- 1 -^f ;M -1. 7-y'HKn7°')>-6-i> MJ VJV 



Hb7 2] 





fctiiE#2 003-3096415 



S&m. 2003-117927 



^— v : 97/ 



Mb 7 4] 




0 



HO 



NH 



7x^7^y-)A^ni)K0. 5ml (2. 0 *^yxf^i-f ;Wf 
m bi?>??ui) y2m 1 (0. 5^f >7t Kn77^I$) 

MS m/e (ESI) 391 (MH+-CF3COOH) 
[0 2 13] 

SiM2 6. 7- (2-^-;v) - 1 2 --7^-^-8- (tf^ 

Mb 7 5] 



4- [7- (2 -7^— ;W -2-^nn-i->f;l'-6-t^V-6 1 7- 

x^riHOmg, t f 7^ f 'J 7x^)V^7r^7v7A 2mg^ 7^ 
-;Vh'J7'W>'2 0mg^^^t^0. 2mn:»iU 8 0°C^T5B# 

SSriSSffi^SljSffi^^ n-rh^9*7<f- Ttt«4 U mSAfrkVo 4 . 6 2 m g £ 

MS m/e (ESI) 363 (MH+-CF3COOH) 
[0 2 14] 

mmM27. 7- (2-^-;V) -l-*^;W-2-T3/-8- Lg^LZ 
y y- 1 ->fjy) - 1 , 7-^Kn7 ,| )>-6-j-> fc 12 2Jk±PJI^ 




mfE# 2003-3096415 



mm 2003-117927 



^-v : 98/ 



Hfc7 6] 



o ^ o 

Avon 



4 _ [ 7 _ (2-^ — ;v) -2-^on-l-^f;V-6-t^V-6, 7- 
H K n — 1 H — */ V > — 8 \£.^y v >— 1 — t -7'^^ 

x7fJV8mg^2 0%7^^7tK§I0. 2ml WU 8 0tt:t5B| 

mr&n^&WLfctv^yy^y < -k-chhru wsa-fb^ s . 8 2mg£ 

MS m/e (ESI) 302 (MH+-CF3COOH) 
[0 2 15] 

^ftB.ffll2 8. 7- (_2^7±^k) -1-^^V- 2-^f;V7^- (8- 
^7y>-1-^V) -1- 7-vU'n-/')>-6-^/ fc ]L2Jk±*M 

IS 

Mb 7 7] 



4 - [7- (2--7^-;V) - 2-^nn-l-^f;k-6-^^y-6, 7- 

i7r;V8mg?:4 0%^f^7<>*il0. 2mlCiiU 8 0 "CUT 5 
«*W«#L;fco U ^>'j7JVtnSKi:^U »*&bfco 

5£aE£iJ£ffi3W&?fri** n7f^*77^- K-Cffl S U ^IMb^ 6 . 9 5 m g 

MS m/e (ESI) 316(MH+-CF 3 C00H) 
[0 2 16] 

tMIP.j). 7- (2-^^) - l-^;i/-2-y^ ;V7^-8- 
(t:^v>'>- 1 ->f;M -1. 7-yt:Fn7')>-fi-t> b !J Z2k±_g 




miiE# 2003-3096415 



mm 2003-117927 



^-v: 99/ 



Mil 



Uh7 8] 



N N N 




HO 



0 



4 - [7 - (2-7^-^) -2-^nn-i-^fjV-6-t^V-6, 7- 
y'd Kn- l h — "7'^ >- 8 -4 ;v] v >- 1 t — f^f-fr 

xXf ^ 8 m g ^ 4 0 ^ >*M0 . 2mli:iSU 8 0t:HT 

g *»fco 

lH-NMR(CDCl 3 ) 

d 1.82 (t, J=2.4Hz, 3H) 2.83 (s, 3H) 3.02-3.05 (m, 4H) 3.39-3.42 (m, 4H 
) 3.56 (s, 3H) 4.90 (d, J=2.4Hz, 2H) 
MS m/e (ESI) 330 (MH+-CF3COOH) 
[0 2 17] 

m$M3JL r 7 - (JL=7±=iM ~ 1 6-^V-8- 
vv^-l-^;v) -6. 7-vt:Ka-lH--/')>-2-^^7^1 1« 

Mb 7 9] 



4- [7- (2-7^-;v) -2-^nn-l-^f;V-6-^V-6, 7 
— Kn — 1 H — "7° V > — 8 — -f ;v] 1 t — "7°-f- 

JVxxfiH Omg^l-^f^-2-tfn'J K>0. 15mH:il»U i^U 

Ml5mg, h V^J-frT* > 5 0 ^ l ZMz-fZo 8 




H 



o 



ffifEJjf 2003-3096415 



#M 2003-117927 



^-v! 100/ 



mmzmm&-m&mk? nvb^7 4 - izxmm u sscsBifc^ 7 . 6 o m g 

MS m/e (ESI) 388 (MH+-CF3COOH) 
[0 2 18] 

ME0113 1. r 7 - (2--7*if-~;M - l-^f)V-6-t#7-8- (fcf^ 
r>^-l-^iM -6. 7-y'bKP-lH-7°^-2-^;U7^/l ffeB? 

Kb 8 0] 

^N^V N - ^ F il 
O H 

4- [7- (2-7^-;v) -2-^nn-l-^f;v-6-t^fV-6, 7 

-vn Kn- 1 h-7" 1 ; >- 8 ->f ;v] ^7^>-i-*^fvt t-r^- 

;v.r.* t=-;v 6 m g 5r 1 - ^ 2 - tf n 1; K > 0 . 15ml Kigfl? U ? U v 

o n-r h 7? 7 ^-i:tilU tMBft£1&2 . 3 6m 

g *r»fco 

MS m/e (ESI) 360 (MH+-CF3COOH) 
[0 2 19] 

jffiill, TN- T7- (2-^-;^ - 1 -^^-;V-fi-^-^V-8- 
(^7y>-l-^V) -6. 7-yHKn-lH-7 , 'JV-2-^^l 



ffil£# 2003-3096415 



mm. 2003-117927 



^-v: 101/ 



Wb8 i] 




> ^IfElb^ 2 . 0 6 m g 
MS m/e (ESI) 402 (MH+-CF3COOH) 
[0 2 2 0] 

CTH9H3 3. (_SJ -1- T7- (2-7*^~;v) -l-^;i^-6-^y 
-8- (tf^y>- 1 ->f;w) -6. 7-yU'n-lH--/'] >-2-^;V 

[<k8 2] 



Ifc^tf 1 . 3 5 m g £#fc 0 
MS m/e (ESI) 414 (MH+-CF3COOH) 
[0 2 2 1] 

fM34. TN- T7- (2-^-;v) - i-^f;v-6-t^v-8- 
Uts 3] 





iBfiE# 2003-3096415 



#H 2003-117927 



^--7: 102/ 



m U MUik&yo 3 . 1 6 m g £#£ 0 
MS m/e (ESI) 374 (MH+-CF3COOH) 
[0 2 2 2] 

mmmss. (R) -1- T7- (2--r^-;M -i-^f;i/-6-t^v 
-8- 1-4 M -6- 7-ybKD-lH-7'')>-2-Y^ 

1 en ■) Vy- 2 -7j;w-K>-i% ^^;v^x-t";v T> ]} y Jk±uMMj& 
UtS A] 



ft^O. 7 4mg^/:o 
MS m/e (ESI) 414 (MH+-CF3COOH) 
[0 2 2 3] 

HdfeffU3 6. 2- 17- (2-y^--)V) - ( 
v>- 1 -/f -6. 7 -y t: Kn - 1 H-7°') >- 2 -^^7^/1 

Ut8 5] 



IMb^t/l. 2 OmgWo 
MS m/e (ESI) 388 (MH+-CF3COOH) 
[0 2 2 4] 

2- T7- (2--t^~;v) -i-^;i/-6-:fr*y-8- ( 
\£Uz?>- 1 z_£ik) -6. 7-y'E Kn- 1 H-^ 1 ) 2 -4)VT^ Si 




'C0 2 Me 




tti«E# 2003-3096415 



Ofcm 2003-117927 



103/ 




N N'' N 



Mb 8 6] 

o 

Me0 2 CT "N 
H 

SU WIB'ffc'frto 1 . 1 8 m g zmto 
MS m/e (ESI) 402 (MH+-CF3COOH) 
[0 2 2 5] 

gM9«38. (S) -2- \7- L2 = 7±^iM - 

-8- (H^7y> - 1 -6- 7 -v^ KH- 1 H--7°^ 2 

Ut8 7] 

U 0 

= ] |i ;:—n NH ^V'" OH 

Et0 2 C^-N^N'^N V_y F 
H 

l-t^^>^^-;^^x;v mmil^fflv^-c^ifef!l3 0 tiwac^au Hffi 

it^2. 3 8mg£#fco 
MS m/e (ESI) 402 (MH+-CF3COOH) 
[0 2 2 6] 

«iffll3 9. (S) -2- T7- (2--7'^^;V) -1-^;i/-6-t^rV 
-8- (^9yv-l->f^ -6. 7-^t:Kn-lH-y')V-2-^;v 

[<b8 8] 

O o 

I y T ;^-N NH F Y OH 
H0 2 C^N" F 
H 

1ifEft^tJ0. 7 6mg^;o 
MS m/e (ESI) 374 (MH+-CF3COOH) 



ffifiE# 2003-3096415 



#M 2003-117927 



^-v: 104/ 



[0 2 2 7] 

$li4Q. 3- \1- (2-7*-fr) - 1 -^Jl/- ( 
tf^^yv- 1 =^Lik) -6- 7-^tlKP-lH--/')>-2--f;b7^yl 

[ft 8 9] 



H 

^-r^-^if^xxf^ ±im^*fflv^-c^»J3 o tra»mat, Mia 

ib&b 0 . 8 5 m g 
MS m/e (ESI) 402 (MH+-CF3COOH) 
[0 2 2 8] 

^4 1. 7- (2--7^^;M - 2- (2-xh^yXf;i/7^7) -1 
-^•f-;v-8- (tf^^>- 1 --f )V) -1. 7-yt:Kn--/')y-6-t 

[ft9 0] 



4- [7- (2 ;v) -2-^nn-l-^f;v-6-t*V-6, 7 
-^t Kn- 1 H-7 91 ; >- 8 kV7y>-l-*JVr/| t-^ 

;i/XXf;H0mg$ > l-^f;V-2-H , n'J K>0. 15mn:iSL, 2- 
x. 5>20^1 ^iPx.fc 0 8 0 1 2 H#Wffi#Lfc&. 

if**\fc%tttfxw.iBm.*m.mvtzo zomm* > v ^^^-oitmo. 4 om 1 

7^-i:tiIU MiBft?^ 6 . 9 5mgW:o 
MS m/e (ESI) 374 (MH+-CF3COOH) 
[0 2 2 9] 

fft.W4 2. 7- (2--7^JV) -l-^^;V-2- 'J >- 4 - 





ftlE# 2003-3096415 



# m 2003-117927 



^-i? : 105/ 



;v) -8- (bT^7v>- 1 -J)V) -1- 7-y'H Kn--/')>-6-t> 

Kb 9 l] 



^;v*'r/^fflv^IWJ4 1 tl^fi:ML> ^Ifi4k^7. 3 lmg^H 

MS m/e (ESI) 372 (MH+-CF3COOH) 
[0 2 3 0] 

Hk9 2] 



^>y>7? >&ffi^Tfd£$I4 1 tlWMtK&aU ^lfi^t?8. 4 Omg 

MS m/e (ESI) 392 (MH+-CF3COOH) 
[0 2 3 1] 

«r.ffll4 4. 1- T7- (2-?*^-)V) - l-^f;v-6-^^rV-8- ( 
v>- i ;v) -fi. 7-ybKa-iH--/')>-2-^;H fcf^'J 





Jl 0 



ffiliE# 2003-3096415 



mm 2003-117927 



^-v: 106/ 



Iit9 3] 

o 

Et0 2 C^"""^ 

MS m/e (ESI) 442 (MH+-CF3COOH) 
[0 2 3 2] 

^.#114 5. 2- (N-^>Wf^7^;) -7- (2 -T-f-^JV) -1 
8 - 1 ->f jk) -l. 7-ynKn-^')>-6-^ 



[ft 9 4] 




°N N 1 — • F ^ 



. 3 8mg^o 
MS m/e (ESI) 406 (MH+-CF3COOH) 
[0 2 3 3] 

IM4_L 7- (2--7^-;v) - 2- (4-^np^>y>7^/) -1 
-*?-;v-8- (^7'7>-l--f;i/) -1. 7-v^ Kp--7°^ >-6-^- 

Mb 9 5] 




H 

CI 



O 

U r o 

I If N Nr^OH 

"Sj' '^N ^ F 



HiSE# 2003-3096415 



#11 2003-117927 



^-v?: 107/ 



. 8 4 m g &#£o 
MS m/e (ESI) 426 (MH+-CF3C00H) 
[0 2 3 4] 

mWMA7. 7- (2-7*^-;iO -2- U-^ f^ry^>y>7^ y) - 
2 _ a - l ;v) -1. 7 -vH Kp-v' 1 ) >-6 - 

[it 9 6] 



4-^ h^y^>^>7 5 >^fflv^r^»j4 1 h(5j^^^at> mmit^-m 

3. 7 7mg 

MS m/e (ESI) 422 (MH+-CF3COOH) 
[0 2 3 5] 

3gMI4 8. 7- (2--7*^;V) -l-y^- 2- (2 -^-^J^V 
T^y) -8- *J>-1 - 4 fr) -1. 7-yt:KP-^]>-6-t 

Ut9 7] 



7x^f;V7r/^v^iW4 1 t«jim tIIMb^-t/2. 7 0m 
g £#£ 0 

MS m/e (ESI) 406 (MH+-CF3COOH) 
[0 2 3 6] 

OTfeffll4 9. 7- (2-v^^;v) - 1 -y-^;u- 2 - fN- (2-~7.x^;U 
y^;VT57l -8- (bf/s? 3 =A >k) - 1 7-v^Kp- 




H 




tH|E# 2003-3096415 



mU 2003-117927 



s<-v : 108/ 



221 > - fi - ± > h2L2Jk± QJIMM 
[ft 9 8] 

? o 

.. i ... I Q-v> Y A ™ 

^ N N F 

I 

2 . 1 7 m g &»ifco 
MS m/e (ESI) 420 (MH+-CF3COOH) 
[0 2 3 7] 

3£fiftflll5 0. 1- r 7 - (2-7^-JV) - l-^fJV-6-i^V-8- ( 
[ft 9 9] 




C0 2 Et 
. 9 3 m g 

MS m/e (ESI) 442 (MH+-CF3COOH) 
[0 2 3 8] 

liSMLL 7- (2--?^ ~;v) -i-^;v-8- (tf^^v>-l-^ 
2k) -2- (e')y>-2-^;v^f;v7^y) - 1 . 7-vHFn-7-')>- 

[ft 1 0 0 ] 

o 

H 



M M ^ N 




miE# 2003-3096415 



mm 2003-117927 



\ 109/ 



2 - r ^ 7 y ;v e y y > * ffl^t»j 4 1 1 fflffiKtum U SHBte^to i . 

6 2mg^§fco 

MS m/e (ESI) 393 (MH+-CF3COOH) 
[0 2 3 9] 

gffiifliis2. i - r 7 - (2-^~;M - 1 -xf;v-6-t^v-8- ( 

^7y>-1-^V) -6- 7-yhKn-lH--/']>-2-^^1 ^£LU 

[it l 0 l ] 

? 9 

S N v t^^ / \ F Jl 

I |f — N NH F V -OH 

r^N^N'^N F 
^C0 2 Et 

b'^^'J >l£^^;V:iL*7-;V£fflv>T|IJ&#!l4 1 fcEM&lcgkSLL, $SBB4fr&%r 0 
. 9 7 m g £#7to 
MS m/e (ESI) 442 (MH+-CF3COOH) 
[0 2 4 0] 

mm®\5 3. (S) -1- T7- - l-^f;V-6-t^V 

-8- 1 -^f;i/) -6. 7-vEKn-lH-^J>-2-^;V 

1 bf njj v > - 2 - a ?±M ym Ljjjzjki: ElM 
Hfc 1 0 2 ] 

Y V Vn^nh ^Aoh 

' COOH 

L-^n'j >- 1— 7^;v^.Xx;v^fflv^T»^iJ4 1 UUit 
4 . 0 7 m g £#fc 0 
MS m/e (ESI) 400 (MH+-CF3COOH) 
[0 2 4 1] 

5 4 . 7- ( 2 --7*^-~;M - 2 5 y - 1 - * ±2k= 8 - 



ffi!E#2 003-3096415 



mm 2003-117927 



^-v: 110/ 



[ft 1 0 3 ] 



MS m/e (ESI) 358 (MH+-CF3COOH) 
[0 2 4 21 

5 5 . 7- (2 -2- (Nzz^±ik2L^ikXi /) -1- 

;*^;v-8- (\£^i?y- 1-4 )V) -l. 7-^Ko-y)^-6-^> 

[ft 1 0 4 ] 



N-xfjMf^rr/^tWJ4 1 hiwMt^su ^ieft^3. 2 

7 m g £#*r 0 

MS m/e (ESI) 344 (MH+-CF3COOH) 
[0 2 4 3] 

tMlB6. (R) -1- f7- (2--7^^;V) - l-*T)V-6-**V 
-8- (tf^^v>- 1 -6. 7-ytKn-lH-7 > ')>-2-^l/ 





o 

N NH p>|^ 'OH 



ttifE# 2003-3096415 



mm 2003-117927 



^-v: 111/ 



[it 1 0 5 ] 




C0 2 Et 



(r) -^rr^>^a^;v^*x;i/£ffl^TlJ|«!l4 1 ^IsJlt^SU flffi 
it^m 0 . 8 7 m g *%tz 0 
MS ro/e (ESI) 442 (MH+-CF3COOH) 
[0 2 4 4] 

«5ff)l5 7. (S) -1- \1- (2-f+-)V) -1 -*?-)V-6-**V 
-8- (fcf^vv>-l-^;M -6. 7-vi:Ka-lH-^)>-2-^V 

[ft 1 0 6 ] 



(L) - — ^<rr^>^jif-;V^^x;^^fflv^-c^life^!l4 1 fcHflfcfcJ&SU llfS 

ft-Sifc 2 . 9 4 m g =H#/Co 
MS m/e (ESI) 442 (MH+-CF3COOH) 
[0 2 4 5] 

mwmss. fN- T7- -i-x*)u-6-**v-8- 
(bf^v v>- 1 -fi. 7-ybKP-lH--/')>-2— f;vl 2L± 

[<tl 0 7] 





tBIE# 2003-3096415 



&m 2003-117927 



^-v : 112/ 



. 0 0 m g &#fco 
MS m/e (ESI) 355 (MH+-CF3COOH) 
[0 2 4 6] 

mmmz9. i- (2-y^-)v) - v-7°u\d)vr^ 1 

8- (^7yV-l-^v) -1. 7-ytKn-7"')y-6-t> fc U 7 
Ut 1 0 8 ] 

H h 

4- [7- (2-7*^— ;v) -2-^nn-l-^f;v-6-t^7-6, 7 

;i/x^fjV6mg^l-^f K>0. 15mU:MU -YV7° 

ne;vr^ >50^ 1 £ initio 6 0 °CtCT 5 0#F B m#L^. Mit#*&PK£ 
#ltTRjS^*itiBt^o h ')7;Vtnii0. 40ml fc»#U 

U mUit^m 2. 2 8 m g *#^o 
MS m/e (ESI) 344 (MH+-CF3COOH) 
[0 2 4 7] 

fM6 0. 7- (2 -i-^jv-8- (tf^-y>- 1 -4 

)V) -2- j^Jl V>- 2 -4)VT^ S) -1. 7-ybKn--/')>-6-i 

Ut 1 0 9 ] 




H 



4- [7- (2-7^-;^) -2-^nn-l-^f;i/-6-t J rV-6, 7 
-yt Kd- 1 H-7 0 '; >- 8 -4 ;u] tf^7 v>- 1 -#;w-K>M t-7f 
;vx ^ 7 ^ 6 m g ^ 1 - ^ f ;V - 2 - n 'J F > 0 . 15mltSiU 2 — T 



tUliE# 2003-3096415 



&m 2003-1 17927 



^-v: 113/ 



5 j ey vy 50^1 *flnx.fco i i ortcr i 2n#MH$LfcSU 

i!JcS#»t"CRjC&«[«:«j»Lfeo iO&SE* b V ^fl^nHOft 0 • 4 0ml fc?§JSS 

MS m/e (ESI) 379 (MH+-CF3COOH) 
[0 2 4 8] 

gttM6 1. 7- (2 --7^ - l-^;l/-2-7x-;V7^/-8- 

v>- 1 - 4 )V) - 1 . 7 -^e Kn--7°'j >- 6 Ljjjzjki: 

Kfci 1 0] 



4- [7- ( 2 -y'^ — )\s) -2-^DD-l-^fJl/-6-t^V-6, 7 
— t: K n — 1 H — U > — 8 — i fr] ^7y>-l-*K>l t-7f 
jvxxf ;v 6 m g * l - ^ f ;v - 2 - fn u K> 0 . l 5mU:^U T-y 
>100//1 **Dx./c 0 1 1 0°CtCT 1 2B#F«#L/i#:, 

t^t^itLfio .r<7)?«& h y -7;i/^nitmo. 4 om 1 izmmL, mm 

U flfMb^ 3 . 2 3 m g 
MS m/e (ESI) 378(MH+-CF 3 C00H) 
[0 2 4 9] 

^6 2. 1 — r 7 — (2-T^-)V) - 1 -**h)V- 6 -^V- 8 - ( 
^7y>-l-^;V) -6. 7-y^ Kn- 1 H-"7°y V- 2 - >f jV] i^2L2i 
v > - 3 - ft jk # >M LJUZ jk±affeMi& 




H 



mSE*$ 2003-3096415 



# m 2003-117927 



114/ 




lit 1 1 1 ] 

o 

T 

COOH 

4- [7- (2-7^-— ;W -2-^nn-l-^f;v-6-t^V-6, 7 
-vt Kn- 1 H--7°V y-S -4)V\ v >- 1 t-^f- 

A'xxf ;v6mg* 1 -^^;w-2 -tfni; K>0. lSmlWU -^r? 
^>^ji^;i/x.^x;U2 0 ^ 1 Srinx-fco 8 0°CICT 1 2H3TOt#L£^ 
^*?fc##»t"rRje«[*jft«L^o i«^;-^0. 20ml, 5N 
-TfciHtf-H; ^ATfc^fSO. 2 0ml«IU:o SiftfcT 5 l*W«»tfc« 

om i KmmL, mm#x*fc£ttttxmmLt:o mt*$m&mmLit?v-* 

hifyy^- izxmm U ^fEfb^tf 1 . 9 2 m g 
MS m/e (ESI) 414(MH+-CF3C00H) 
[0 2 5 0] 

mmwie>a. ■ (r) - i- f7- (2--7^-~;u) - 1 6 -**v 

-8- Qg^Lz v>- 1 -6. 7-vfc: Kn- 1 H--7 Cl J >-2-4)U 

Mb i i 2 ] 

o 



[I/O 

T |T — N NH ^>'^-OH 
/-N'^N^N ^ F 

~^C0 2 H 

4- [7- (2 )l) -2-^nn-i-^f;V-6-t^7-6, 7 
-ytFn-lH-^'J>-8-'f;v] 1 -#/l'>K>Bfc t-7f 

;1/XX7;V 6 m g i 1 - ^ f 2 - b'D 'J K> 0 . 15mnc*#fl?U D-7° 
np^f^f)l' ^ISl 5mg, h 'Jxf;V7^ > 5 0 M 1 &}nix.fco 
8 omi 2B#ITO#L£^ a*3ir^S:l!>C&#»tTRjei8t«:«J»t/io £<7> 



fctiliE# 2003-3096415 



mm 2003-117927 



^-v: 115/ 



2 0ml N SN-TKSMb^ h V "^AyXvf^O. 20m IK 

o i^t^b^V^tnf^O. 4 0mlMU 

4 2mg^#/; 0 
MS rn/e (ESI) 400 (MH+-CF3COOH) 
[0 2 5 1 ] 

^mM64. 2- T7- (2-^-;V) - l-^f;l/-6-t^V-8- ( 

)V) -6. 7-^KP-lH-yr/-2-^7^/1 

m 1 1 3 1 

H0 2 C^N"^N^N ^ F 
H 

1 . 1 2 m g *%tz 0 
MS m/e (ESI) 374 (MH+-CF3COOH) 
[0 2 5 2] 

$1^16 5. 7- (2-r^-;i/) -i-^^;v-8- (tf^^y>-i-^f 
;v) -2- (n°^ yy- 2 -w jk2!j±jk±^y) - 1 . 7-v>'kkp-7°')'/- 

[<b 1 1 4 ] 




4- [7- (2-r^-;V) -2-^nn-l-^f;v-6-t^V-6, 7 
Kn- 1 H-7 9 '; >-8-4^] \£s*?z?>- 1 

t-;V- 6 m g £ 1 - ^ 7^- 2 - tf n 1; K> 0 . 15ml fc&fl? U tT V V 



ffi!E# 2003-3096415 



mm 2003-117927 



^-v : 116/ 



MS m/e (ESI) 394 (MH+-CF3COOH) 
[0 2 5 3] 

mm.M6 6. 7- (2--7'^^;v) -2-^v/a^y-l-^f^-8- 
1 =^Qk) -1. 7-->*fc KP-V'J y-6-a-> t !i Z2ki= 

Wfci 1 5] 



4 - [7- (2 -y^— -2-^nn-i-^f;v-6-t^v-6, 7 
-yt: K n — l H — 7° V > — 8 —4 ^] 

;i/xxf;V6rag^l-^f^-2-t:n'J K>0. 1 5mli«U W V7* 
d/nV 0 . 10mU O&iQtf- H^A5mg S:tnx.fco ^fi^T 5NMTO 

% *«W**WLfeo > 'J7Wn»S0. 4 0ml Higfl? U Mf#* 

SSBft-^ 2 . 6 8mgWc 0 
MS m/e (ESI) 345 (MH+-CF3COOH) 
[0 2 5 4] 

mmm6 7. i- (2--r^~;v) -2- (2 -y^--^**^ ) -1-** 

)V- 8 - (_g£jz 3 z^ikj -1. 7-ynKo--/i)y-6-t> L 




ttifiE# 2003-3096415 



#H 2003-117927 



^-v: 117/ 



Kti i 6] 



^W^N s ' F 



2 - yf->- 1 -*-;v£ffiv*THM#!l6 6 fcraft:i6IL, WE'ffc'frto 3 . 
4 0mg£#£ o 

MS m/e (ESI) 355 (MH+-CF3COOH) 
[0 2 5 5] 

mMM&&* T7- (2-7*^~;v) - t 6-^v-8- (kf^ 

^v>-l--^;v) -6. 7 - y'H Kn - 1 H-^') - 2 - ^ ;^;i/7 7^;v 

Mbi 1 7] 



-- 0 Y^S^N^N W t F 

O 

4- [7- (2-y^-^;V) -2-^nn-i-^f;i/-6-t^V-6, 7 
-ytKn-iH-^'J>-8-^;v] ^7y>-l-*H'>i t-"f^- 
;Vx^ f ;V 6 m g ^ 1 - > f 2 - H'n 'J K> 0 . 15mli:»#U *friJ 

mmt&w 4 . 8 3 m g «r#7^o 
MS m/e (ESI) 391 (MH+-CF3COOH) 
[0 2 5 6] 

^#116 9. 2- T7- (2-^-;v) -l-^^;i/-6-^-^V-8- ( 
\£^Vy- 1-4 )V) -6. 7 — vbl K P — 1 H — *7° *J > — 2 — 4 )V7 t 
~ ;H ~/p \£^>m^)^^.^r-)u M)7J^niffij 



ajfl# 2003-3096415 



#M 2003-117927 



^-v: 118/ 



Ut 1 1 8 ] 




o 

N / — \ 11 

// — N NH HO^^" F 
N N F F 



l> mmk&m 4 . 3 0 m g ^#/io 

MS ra/e (ESI) 419(MH+-CF 3 C00H) 
[0 2 5 7] 

gtM7 0. 3- T7- (2-7^~;l/) - 1 6-^-^V-8- ( 

tf^^^>- 1 -4)V) -6. 7 - v H K P - 1 H - 7^') > - 2 - ^ 7 

[it 1 1 9 ] 

i T jCVO h ho "V f f 

^ 0 -V/— s V— > F 

U tUBft^ 3 . 7 5 m g £#7*c 0 
MS m/e (ESI) 419 (MH+-CF3COOH) 
[0 2 5 8] 

3mmi\. 7- (2-7*^-~;M -2-xf;^;i/7 7^;i/ -i-^f;i/- 

8- (\£^Vy- I )V) -1. 7-ybKP-7°')>-6-t> MJ 7 

[itl 2 0] 



o 




I If NH HCT "Y" 



^^>^^-;V*fflv>T^M^!l6 8 h|WI#mSL, ^IMb^tK. 7 0mg 



ffifE# 2003-3096415 



# m 2003-117927 



^-v: 119/ 



MS m/e (ESI) 347 (MH+-CF3COOH) 
[0 2 5 9] 

mmM7 2. 7- (2--7^-=-;v) -?. - (2-EKa^ryxf ;^;P77^ 
)V) -l-^;v-8- (^r/>-l-^v) -l. 7-ybKP-^')> 

Mb 1 2 1 ] 



2-^;^^7°h^^y-;v^ffl v*t HJfetfO 6 8 HfllK&a U WI&ffr8* 3 
. 5 7mg4#fco 
MS m/e (ESI) 363 (MH+-CF3COOH) 
[0 2 6 0] 

$1^17 3. 7- (2--r^;M 8- (\£^fJy-i-4 

)v) -2- (tfjj vy- 2 jkAik^x^ik) -i- 7-^Kp-^r/- 

[ft l 2 2 ] 



6 6 m g £#fc 0 

MS m/e (ESI) 396 (MH+-CF3COOH) 
[0 2 6 1] 

mm\7 4. 7- (2 — to) -1-^f;V-2-^f)VXJV7 7^V- 
8- (tf^^^>- 1 -1. KP--7" 1 ) >-6 LJJJZ 





tbaE# 2003-3096415 



# m 2003-117927 



^-v: 120/ 




*7-)v*)]sjj~7°?> (30%, *?y-)i>mwo zm^xniMWG s tmmz 

MS m/e (ESI) 333 (MH+-CF3COOH) 
[0 2 6 2] 

^MiM7 5. 7- (2-y*^-~)ls) -2-v»n^yH^77^-l- 
j*7-;i/-8- (if^^ 1 -^;v) -1. 7 -vb: Kn-yij >- 6 

fc 'J 2 ^tnSH 
[ft 1 2 4 ] 
o 





II A O 

1 |T /) — N NH p-^ 'OH 
S^N"^N N ' F 

1 3 mg £#^ 0 

MS m/e (ESI) 401 (MH+-CF3COOH) 
[0 2 6 3] 

^^117 6. 7- (2--7^^;V) - 2 -4 VfU ^frXfr? r-)V- 1 -* 
8 - (H 0 ^^'^- 1 -^f;v) -1. 7-vbKn--/')>-fi-t> 

Mb 1 2 5 ] 

o 

.A 



jl XT V» 




4- [7- (2 -r^-^) -2-^nn-i-^fjv-6-t^r7-6, 7 
-yt:Kn-iH-7' , j>-8-^^] 1 

^r;V6mg^ 1 - K>0. 1 5 m lKvfjSIU 7"nA 



ffi8E# 2003-3096415 



mm. 2003-117927 



^-v: 121/ 



. 5 6 m g Zntzo 
MS m/e (ESI) 361 (MH+-CF3COOH) 
[0 2 6 4] 

^WH7 7. 2-t--/f^77^-7- (2--7^^;V) =_X^2L± 
8 - (^7y>-l-^V) -1. 7-y'bKo-7°')>-6-t> h 

[4t 1 2 6 ] 



o 



O 

F. X 



mttt&m 2. 5 8 m g 4r#fc 0 
MS m/e (ESI) 375 (MH+-CF3COOH) 
[0 2 6 5] 

«E#U7 8. 7- (2-T^;V) -2-^JV-^-7°V- 1 (Jd 

1 -^;v) - 1 - 7-ynKD-7 , ')v-6-t> MJ7Ji/*-oife 

Utl 2 7] 

o 



N || ... 

J. IL *~ N . 




HS' 

jUifeff)l7 9. f7- (2-~7^^jV) - l-^f^-6-t^7-8- (tf^ 
7^>-l-^f;M -6. 7-vt:KP-lH-7 > r/-2-^]VX)l/7 7-JV 

1 era nj^va-pifeaHft 



fcBfiE# 2003-3096415 



mm 2003-117927 



^-v: 122/ 



Hfcl 2 8] 



HOsC^S N 




F U 
'NH ""OH 

F 



O 



4- [7- (2 - -2-^nn-l-^f;v-6-t^V-6 ( 7 

-ytKn-iH-7 p, J>-8-'f;v] ^7y>-l-*^r/S t-^ 
;i/x^r;i/6mg^N-^f;Hi'niJ K>0. 15mU::v§fifU 
^f^xxt;V2 0 ^ K £tBfc#'J ^A 6mg*jjnx./io ^tCT 5B#^W 

^HJf£7ML£o d<7)^^^^y-;V0. 20mL 5N-7KIMb^- h v t> 
A^c«F«[0. 2 0ml fcfcFJULfco Ifit:t^1ft^ ^f#*£Pfc§tt 
»tTRj£«E*aMiUfco ^M^b'J7;Vtnii0. 4 0mlMU 2 
I^^^MtittllL/io n v > y 7 7 ^ - 1: tffl 

$£U 7- (2-"7^~;i/) -2-^;V^77°h-l-^^;V-8- (fcf^v^ 
-1-4 )V) - 1 , 7-/tKn-7° l J>-6-t> h V 7^*nftaKft [MS 

m/e (ESD319 (MH+-CF3COOH) ] £ 0 . 9 6 m g > [7 - (2-7^-^) - 1 - 
^^•;l/-6-^drV-8- (1^7 v>- 1 -6, 7-yfcKn-lH 

y-2-'fW^77-A'].Si6 YV7JH>*vWfiR& [MS m/e (ESI) 37 
7 (MH+-CF3COOH) ] £ 0 . 6 1mg#/; 0 

[0 2 6 6] 

^MI8 0. 7- (2-~7^-;v) rL^^S^^ZJk^L^Jd^J^2L±ik= 
8- (tf^^v^- 1 =JJkl ~ 1. 7-vfc: KP-yiJ >- 6 h L> 2 

Htl 2 9] 



4- [7- (2-^f--;v) -2-^nn-i-^f;v-6-t^7-6, 7 




F„ X, 
NH f^"^OH 



aJSE# 2003-3096415 



#111 2003-117927 



^-v: 123/ 



;Vx;r)V6mg$: 1 - * 2 - fc:n 'J K>0. 15ml fc?g#U Jx?> 

Lfco :«^nn^^0. 3 0mH«U - 7 8 °CK<t£p Ltz 0 
ML^o cio&atfc h V yiuj-umtO. 4 0mli:illU mm^^^^ 

. 2 lmgW:o 
MS m/e (ESI) 363 (MH+-CF3COOH) 
[0 2 6 7] 

siwu. 7- (2--r^~;i/) -2-j:^>^;v»-;v- 1 -^;v-8 
- (tf^v 1 ->f jk) - 1 . 7-y'i^Kn--/ 1 )>-6-t> h'J-7;i/ 

[ftl3 0] 



4- [7- (2-7^ — ;W jV-6-t^rV-6, 7 - 

vfc Kn- 1 H-y; y- 8 ->f ;v] e^7y>-l-*JV^>| t-r^^ 
xXr)V6mg^ 1 2 -tfnv K>0. 15ml ^v#fl¥U -x.jr>?- 

fc G i*'^nn^>0. 3mll:^ilU - 7 8 °CW%3k\\ Ltz 0 £*t 
Cm-^nn^ifilOmg^n^ -7 8^:T15^> m^X0°CKX 

1 5 K&mzmmm-r v v * A^n 7 x^?w^*n£> v * n n ^ * > 

KTflbffiU til * L^o > <^)®S^ b V 7 n^fH^jSI I, iftSSL 




miE# 2003-3096415 



#11 2003-117927 



^- V : 124/ 



m g £#fc Q 

MS m/e (ESI) 379 (MH+-CF3COOH) 
[0 2 6 8] 

$ttM8 2. 7- (2--7*^~;V) -2-v7/-l-^iV-8 - (*f^9 
y^- l - 1. 7-yfc Kn-/') >-6-^-> P)7;i/tniHg 
[ft 1 3 1 ] 



4 - [7- ( 2 -2-^nn-i-^f;V-6-t^y-6, 7 

-ytKo-lH-^J>-8-^V] t^7y>-l-*^f>l t-"7*f- 

■)A1 OmgfciJDx.. 5 Or^TlB#TO#t7to R^^tK^^x.^ ft*^ 

/wcrWiffiLfco IliWU 4- [7- (2-r^--;W -2-vry- 

! _^^ ;v _ 6 _^-^y_ 6> 7-yii Kn-IH-^V > — 8 — -OH 

1 t -Wx^f^l 4mgW: e -lc9£?>5mg£ 

-t:tiIL, ^ffift^4. 12mg£#£ 0 
MS m/e (ESI) 312 (MH+-CF3COOH) 
[0 2 6 9] 

tlM8 3. 7- (2 - -l-^fJl/-6-t^rV-8- 
^-l-^;^ -6. KD- 1 H--7°i) > -2 r^ajk^jts K 

a) 4 -[7- (2-yf--;v) -2-*JW^'(;l/-l->f;V-6-t^V 
-6, 7-v^fc Kn- l H-7"'J 8 ->f ^] ^9 V>- 1 -*^^>Bfe 

[it 1 3 2 ] 





0 



ffilE# 2003-3096415 



#11 2003-117927 



^-v: 125/ 



4 -[7- (2 -•7*f--;v) - 2-^nn-l->f-jv-6-t^V-6, 7- 

'?'hkd-ih-^'J>-8-^H t?^9S>v- 1 t-y^-)v 

x^t-;H 7 6mg*N->f^niJ F>2ml fc&MBU vT^ftt h V V 

y-i-)VKxmmLfzo mmmttmmL, 4-[7- (2-y^~;v) -2-vr 

7-1 -7^;v- 6 6 , 7-vkKn-lH-'/ , J>-8-^l']t: 

^7V>- 1 -iDV-tfym. t-Wx^f/H7 0mg*j|fco ££>&C09 
8mg47h5tKn75>3mK ^y-;V2mlCi)IU 2 0%7>-t 
~T7K*#$t 0 . 5 m U 3 0 %»B*fbfc** 0 . 5ml^ M^ZXJfefcM 

^CtffitU ^y-;W§ai7>®J: *K lIBft^f 7 7mg% 

lH-NMR(CDCl3) 

8 1.49 (s, 9H) 1.83 (t, J=1.2Hz, 3H) 3.42-3.49 (m, 4H) 3.58-3.65 (m, 4 
H) 3.95 (s, 3H) 5.01 (d, J=2.4Hz, 2H) 5.54 (br, 1H) 7.61 (br, 1H) 
[0 2 7 0] 

b) 7- (2 -y*^- — )V) - 1 -*^-)l<- 6 -t^V- 8 - V- 1 — 

-Ov) -6, 7-^bKn-iH-7'V , /-2-*;vmn' 
Wfcl 3 3] 




4 -[7- (2-7^—;!/) - 2 -*;w^^;v- 1 -7^;v- 6 
, 7 - y t Kn - 1 H-T 1 ') > - 8 - ^ ;H ^7V> - 1 - *;v*7| t- 
f;V7 7mg^f'J7;Vt nft@t 1 m 1 K&M U jft^ Lfco ^3t* 

NH-y'j *y;^i^t7DY h^97-f -ilU ^7-;v 

(511) »ffi#W J: 0 SSffift^ 4 9 m g 
lH-NMR(CDCl3) 

mW8 2003-3096415 



mm 2003-117927 



^-v! 126/ 



d 1.83 (t, J=2.4Hz, 3H) 3.05-3.07 (m, 4H) 3.45-3.48 (m, 4H) 3.94 (s, 3 
H) 4.98 (s, 2H) 5.57 (br, 1H) 7.65 (br, 1H) 
[0 2 7 1] 

mmmx4. 7- (2-7^~;v) -2-ftji/#*->-i-*^fl'-8- (e 



[0 2 7 2] 

fM«5. 7- (2-7'^~;i/) 8- (e^^v>-i-^ 

Htl3 5] 



4_[ 7 _ (2 -y^z.fr) - 2 -7>;W^.<;v- l 6 -t^V- 6 

, 7 -yk Kn- l H-7' 1 ; >- 8 -^Ov] l t- 

7f^7JH2. 5mg*fh7tKn77>0. 3mK ^;-^0. 
2ml WU 2N-7m.lt1- V V 7A0. 05ml£#nx.> 5 0 < CHT2B# 

r B m#b7to statu ^*h';7;w^-oH^^^t, mmLfz* n 

i^WH^WD'7b^7 7^-i:tllSU 7- (2 -2 

1 8 - (tf^v^>- 1 -I'M -1, 

r V > - 6 - * > h'j7;vt nl^M^CMS m/e (ESI) 331 (MH+-CF3COOH) ] 0 . 
4 4mg. 7- {2-"f^-=-)V) -l-^;u-8- (fcf^v^- 1 -'OW 
-1, 7-ytKn7')>-6-t> h V 7^^nf^^[lH-NMR(CDCl3) 8 1 
.81 (t, J=2.4Hz, 3H) 3.54 (br, 4H) 3.63 (s, 3H) 3.83 (br, 4H) 5.02 (s, 2 
H) 8.20 (s, 1H) ; MS m/e (ESI) 287 (MH+-CF3COOH) ] 6 . 4mg»o 



Mb 1 3 4 ] 





ffiSE# 2003-3096415 



#JH 2003-117927 



^-v : 127/ 



[0 2 7 3] 

mmm&a. i- j2^f±=zM - z -* v*^- 1 -(2 =L 2^^ik^± 

a) 2, 2-v f ^^;V7 p ntT^->m [7 2, 
(2-7x^;vxf;V)-l, 2, 6, 7-f >7tKn7')>-3-^^] ^ 

lit 1 3 6 ] 




2, 2-V)«f^7 , Dt?t>i [7-^>i^;V-2, 6-v^-^V-l, 2 
, 6, 7 -x h 7 M Kny; >- 3 ->f ;v] JVx^f^5 0 Omg, 2-7*n 
^.x^-;V^>-bf > 0. 38mK i7K^i*'^A3 9 0mg> N, N-y^f 
7U ? 5ml om&lfo* 5 0 °C^'^* 2 Bf FIDDiW Lfc„ »S&ift* 

»»xf^, 7K-eaimL. ^«^7X^ f&fnjcti7M5fc^> iETK^m^^^v^ 

Omg 

lH-NMR(CDCl3) 

5 1.19 (s, 9H) 2.92-2.98 (m, 2H) 4.19-4.25 (m, 2H) 5.48 (s, 2H) 6.11 (s 
, 2H) 7.17-7.40 (m, 10H) 7.54 (s, 1H) 
[0 2 7 4] 

b) 2, 2-> ? ^f^7 , Dk?tV^ [7- (2-r^~;v) - 8-^nn- 
2, 6-v^^rV-l- (2-7x-;Pxf;l/) -1, 2, 6, 7-f b7^K 
nyij> - 3— ^f;v] ^fJ^Xr^ 



tiiiiE# 2003-3096415 



#M 2003-117927 



128/ 



Ubl 3 7] 




2, 2 -v^f;v/n tf^->@^ [7-^>v;^-2, 6 - yt^V - 1 -(2 
-7x-^xf;i/)-l, 2, 6, 7-x b 7 t: Kn^'J >- 3 - -f ;v] 
^7^5 4 Omg, 10 o/o^yifiy&RmS Omg, Sl8m 1 ^rl^tJ^M 
Wey^mW^m%T~ mM3¥Ltzo ^«*^^L/i«J±ML> ^ait4 1 Om 

uOaS^l, 1 -7*n*-2 -Tf-X). 15mK i7K»'J-)A300 
mg> N, N-^>WW75 K5m 1 Oil^fc^zBn? 2 8#|ffl«#L£:o 

v^* «ffi?j£*SU 51*14 7 0mg^#/co 
£C9$|^£»> N-^no3^^^n'180mg, N, N-y7f;v*i^ 
7 3- K 5 m 1 OM^-tJ^M^-e 2 mmmWLfz 0 frJ&WLK 1 h 'J 

•>^7ki#?&0. 5 m 1 fcimicfclk H*=-^>K TKt'ttffl U W«ffl**t5fe, ft 

•9->^"b^ 0 H H ^LT^IB^tf3 8 OmgfcWfco 
lH-NMR(CDCl3) 

5 1.21 (s, 9H) 1.83 (t, J=2Hz, 3H) 2.92-2.98 (m, 2H) 4.19-4.25 (m, 2H) 
5.11 (q, J=2Hz, 2H) 6.05 (s, 2H) 7.18-7.32 (m, 5H) 
[0 2 7 5] 

c) 4- [7- (2 - -7^~;i/) -2, (2-7x^Vi 
-2, 3, 6, 7 -■ r h ?t Kn- 1 H-^V 8 -4 ;v] tf^v^ 



ffiaE# 2003-3096415 



#® 2 0 0 3- 1 1 7 9 2 7 ^- i? I 129/ 



Utl 3 8] 




2, 2-v^^;V7°nn 0 ^->@t [7- (2 - -7^-;v) - 2, 6 

(2-7x^I/xfil/)-l, 2, 6, 7-f>7tKn7 s, J 
y-Z-4xS\ >f;n^f^3 8 0mg, ^7v>-l-*W>| t- 
yf;vx7f;W6 0mg, N-p(fJHi B n>j K>0. 5mKOH^»$:l 5 0 

^jc^;i///\^-9-> (1/1) ^v#fi?U ^icT)^'; TJ^^^iiLT^^, 1^ 
jr.?-^/^-^:/ (1/1) M£&£>^TMEE?*iiU 

7 0 m g £#fco 

f F7tKn77>5ml, * * y - ;v 2 . 5ml <7)t^%^7K 
hV"7A3 3mg ^ril3x.> Ifit 3 0 ftmW t fc e SJ&i&K 1 NffiBfe 1 m 
1 &jnix.fc^ mk^^, 7Kt?ttfimL> i&f0^il7X-e^feV\ to 

lH-NMR(CDCl3) 

8 1.50 (s, 9H) 1.85 (t, J=2Hz, 3H) 2.91-2.98 (m, 2H) 3.37 (br.s, 4H) 3. 
56-3.62 (m, 4H) 4.15-4.22 (m, 2H) 4.87 (q, J=2Hz, 2H) 7.18-7.35 (m, 5H) 

[0 2 7 6] 

d) 4- [7- (2 - -2-^DD-6-t^rV-l- (2-7i 

-;Vji^;v) -6, 7 - vt: Kn- 1 H-7" 1 ; >- 8 ->f ;v] fcf^v^-l- 
#;i/;K>afc t — 7f , fl /i ^f^ 
[ftl3 9] 




4- [7- (2-"7*^-;V) -2, (2-7x-;Vxf;V) 

ffiSE# 2003-3096415 



#M 2003-117927 



I 130/ 



-2, 3, 6, 7-t Kn- i H-7 01 ; >-8--T;v] 

ijnstfyWL t -7*f;l/xXf^2 9 0 m g, t^vM')>4mlOM$: 
1 2 0t;^l&»f8«FMJni«MW^Lfco Rje*«r«JE««L, ^r^t K 
n77>5ml(:||U:o -O^fc. t-Wv*-^-H 5 Orag 
, t&fnflt&Tk^?- h U -7 AtKvM 10ml, f h7tKn77>10ml Oi^- 

mLtZo mm&3 0-5 0%||txf;v/A4ftyfy') *W9A^n7 > 
^*7 7^is;i5:v\ ^t5 0- 1 0 0 ? J -fr/it^W&i} 9 A * n-7 

lH-NMR(CDCl3) 

a 1.49 (s, 9H) 1.84 (t, J=2Hz, 3H) 3.10-3.16 (m, 2H) 3.40-3.46 (m, 2H) 
3.57-3.63 (m, 4H) 4.42-4.49 (m, 4H) 4.94 (q, J=2Hz, 2H) 7.21-7.34 (m, 5H 

) 

[0 2 7 7] 

e) 7- (2-7^-;u) -2-^h^rv-l-(2 - 7x^^if ;V)-8-( 
1 ->f;l/)- l, 7-V\L Kn/V >- 6 i&Mifi 

Mb 1 4 0 1 



4- [7- (2 -2-^nn-6-t^r7-l- (2 -7x~^x 

^) -6, 7-vt Kn- l H-yv >- 8 — Ok! fc?«^7 v>- 1 

';-7A (6 o%ritt) i omg&inx., Iiat2 o^a^tfco fiUSifcfcjjtfcin 

^4. 3mg^ a 




ffifE# 2003-3096415 
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131/ 



lH-NMR(DMS0-d6) 

§ 1.80 (br.s, 3H) 2.85 (t, J=7Hz, 2H) 3.28 (br.s, 4H) 3.48-3.54 (m, 4H) 
3.83 (s, 3H) 4.15 (t, J=7Hz, 2H) 4.97 (br.s, 2H) 7.16-7.24 (m, 3H) 7.29 
(t, J=8Hz, 2H) 9.08 (br.s, 2H) 
[0 2 7 8] 

mama 7. i- (2--r^~;M -2-x^y-i-(2-7x^;i/xf 

8 VV- 1 1 . 7-yEKn-/')>-fi-i> ffi.fS 

it 

Ut 1 4 1 ] 



lH-NMR(DMS0-d6) 

1.28 (t, J=7Hz, 3H) 1.80 (s, 3H) 2.86 (t, J=7Hz, 2H) 3.27 (br.s, 4H) 
3.46-3.53 (m, 4H) 4.15 (t, J=7Hz, 2H) 4.25 (q, J=7Hz, 2H) 4.97 (s, 2H) 7 
.17 (d, J=7Hz, 2H) 7.22 (t, J=7Hz, 1H) 7.29 (t, J=7Hz, 2H) 9.04 (br.s, 2 
H) 

[0 2 7 9] 

mWMS 8. T7- (2--T^^;M - (2-7 

;V) -8- 1 -6. 7-7'tlKn-lH-7 ? ')>-2- 

1 4 2 ] 



#0 8 6 t»ML/:o 
lH-NMR(DMS0-d6) 





ffifiE# 2003-3096415 
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st—if: 132/ 



8 1.80 (s, 3H) 2.96 (t, J=8Hz, 2H) 3.29 (br.s, 4H) 3.50-3.56 (m, 4H) 3. 
68 (s, 3H) 4.16 (s, 2H) 4.23 (t, J=8Hz, 2H) 4.99 (s, 2H) 7.24-7.38 (m, 5 
H) 8.96 (br.s, 2H) 
[0 2 8 0] 

3flfrg«8 9. T7- (2--7'7--;M -fi-^y-i- Ll^Zj^ik^f: 

)U) -8- (^7V>-l-^V) -fi- 7-vHKD-1H-7°')>-2- 
Mb 1 4 3 ] 



is 6 fc ratine ^jftbfeo 

lH-NMR(DMS0-d6) 

* 1.22 (t, J=7Hz, 3H) 1.78 (s, 3H) 2.87 (t, J=8Hz, 2H) 3.26 (br.s, 4H) 
3.47 (br.s, 4H) 4.05 (d, J=6Hz, 2H) 4.12 (q, J=7Hz, 2H) 4.21 (t, J=8Hz, 
2H) 4.89 (br.s, 2H) 7.17-7.35 (m, 5H) 7.51 (t, J=6Hz, 1H) 8.93 (br.s, 2H 

) 

[0 2 8 1] 

mWMQO. 2- 17- (2-7*f--)V) -6-f^r7-1- (2-7^-)l> 
-8- (^?y>-l->f^ -6. 7-yl^KP-lH-7'')>- 

[it 1 4 4 ] 



1 H-NMR(DMS0-d6) 





tBSE# 2003-3096415 
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^- v : 133/ 



d 1.79 (s, 3H) 2.87 (t, J=8Hz, 2H) 3.26 (br.s, 4H) 3.52 (br.s,4H) 3.84 
(d, J=5Hz, 2H) 4.19 (t, J=8Hz, 2H) 4.91 (s, 2H) 7.02 (s, 1H) 7.16-7.40 ( 
m, 7H) 9.08 (br.s, 2H) 
[0 2 8 2] 

gjM_9_JL N— T7- (2-~7*-)V) - 1 - (2-~7 3L-)V 

-8- (^^yy-l-si )V) -6. 7-y'EKo-lH-7°')>- 

Mb 1 4 5 ] 



lH-NMR(DMS0-d6) 

a 1.17 (t, J=7Hz, 3H) 1.80 (s, 3H) 2.76 (s, 3H) 2.96 (t, J=8Hz, 2H) 3.2 
8 (br.s, 4H) 3.46-3.52 (m, 4H) 3.88 (s, 2H) 4.09 (q, J=7Hz, 2H) 4.27 (t, 

J=8Hz, 2H) 4.98 (s, 2H) 7.15-7.30 (m, 5H) 8.95 (br.s, 2H) 

[0 2 8 3] 

[_7_r (2-"7*-)\') - 1 - ( 2 - 7 

)V) -8- (tf^^yv- 1 -6. 7-yl^Kn-lH--/')>-2- 

Mfe 1 4 6 ] 



lH-NMR(DMS0-d6) 

<J 1.80 (s, 3H) 2.93 (t, J=8Hz, 2H) 3.28 (br.s, 4H) 3.49 (br.s, 4H) 3.72 
(s, 3H) 4.20 (t, J=8Hz, 2H) 4.96 (s, 2H) 5.02 (s, 2H) 7.20-7.34 (m, 5H) 





tBSE# 2003-3096415 
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-^-v I 134/ 



8.87 (br.s, 2H) 
[0 2 8 4] 

gjill, 7- (2--7'^-;V) -2- (2-b:Kn^yxf^y) -1- 
(2-7x-;Vx?-;v) -8- 1 ->f ;V) -1. 

litl 4 7] 



lH-M4R(DMSO-d6) 

d 1.80 (s, 3H) 2.88 (t, J=8Hz, 2H) 3.29 (br.s, 4H) 3.49 (br.s, 4H) 3.71 
(t, J=6Hz, 2H) 4.18 (t, J=8Hz, 2H) 4.28 (t, J=6Hz, 2H) 4.97 (s, 2H) 7.1 

6-7.32 (m, 5H) 8.90 (br.s, 2H) 
[0 2 8 5] 

mmm94. i- (2--7*-)v) -2-y^f;v7sy-i - (2-y*.- 
)v^)v) -s- (\£s<*7V>- i =A_M -i. 7 -v\Lywfv y-e>-* 

[it 1 4 8 ] 



5 0%^W5 >2fc&Tfc£JBV»T|life0!l8 6 fcra#^^L7to 
lH-NMR(DMS0-d6) 

<S 1.80 (s, 3H) 2.60 (s, 6H) 2.89 (t, J=8Hz, 2H) 3.28 (br.s, 4H) 3.49 (b 
r.s, 4H) 4.26 (t, J=8Hz, 2H) 4.98 (s, 2H) 7.06-7.27 (m, 5H) 8.93 (br.s, 
2H) 
[0 2 8 6] 





H-CI 
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t-i?: 135/ 



;v)-l. 7-y^KD^')>-6-t> h 'J ~7 nife^gj^. 
a) 4- [7- (2-r^-;V) -2-^OD-6-t^V-6, 7-v^Ku 
- 1 H--/ 1 ; >- 8 ->f;v] ^^yzJls- I-ij )\s#>m t -7fi^Xf;v 
[ft 1 4 9 ] 



4- [7- (2-^^;U) -2, 6-^?nn-7H-^']>-8-^l'] fc? 
^^v>- l -#;v^>gg t-7f;vx^f;n. 0g, S»t>'^A5 8 

Omg, K 1 Oml <7)7l^£> 8 0 °C<7)?S?&>t< 2 4 BfHSn 

SftSfc^Lfco R£f^ffiiifJK 7K"C«iaiU ^tS^TK?^ f&fO&i&TKtrifc 
v\ itTfc^m^^^v^A-e^ft^ffia^bfCo 5 0 - 7 0 

^*-9-v-e*£jnt L-raiiBftfrW soomg *»fc 0 

lH-NMR(CDCl3) 

5 1.49 (s, 9H) 1.83 (t, J=2Hz, 3H) 3.44 (br.s, 4H) 3.56-3.63 (m, 4H) 4. 
94 (q, J=2Hz, 2H) 
[0 2 8 7] 

b) 7- (2-7^-;V) -2-*nn-8- (t^7y>-l-^v) -1, 
7-yt Kny°i; >- 6 hV 7fr*uWp&& 
Hfcl 5 0] 



4-[7- {2-7^~=-)V) - 2-^nn-6-t^V-6, 7-VkKn-l 
MS m/e (ESI) 307 (MH+-CF3COOH) 





fflgE# 2003-3096415 
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<*—if : 136/ 



[0 2 8 8] 

^jjftffll 9 6 . 2- \7- (2 — -2-y^f;i/7$;-6-t^V 
-8- (bf^^v>- 1 -4 fl/) -6. 7-^'t: Kn-7°ij >- i 

a) 4- [7- (2-"7'^-;v) - 2-^nn-l - (2-v7^>v» - 
6-**V-6, 7-^tKa-lH-7 , 'J>-8-'(^] If^vV-l-* 

[ft 1 5 1 ] 



4- [7- (2-^f--;l/) -2-^nn-6-t + V-6, 7-ytKn-l 

Orag, 2-v7/^>y>7 v n5 K6 0mg, *7X»'J 6 8mg, N 
, N-^W^7U*lml <Of!<£*fe ZMiMlX* 4 fl#HJ«# L /: 0 KBWiiZ 
i®5xf;i,/Adpt^ (1/1) . *&2ra&^»«to&6slLfco 5t«if 

EIiLf: 0 $$2fc*3 0- 5 0 %ilxf il'/A t > t •> 'J * 7 A ^ n 

v b 7 >f - &v> x ^fBft^U 5 0 m g *%tz 0 

iH-NMRCCDCls) 

5 1.49 (s, 9H) 1.83 (t, J=2Hz, 3H) 3.43-3.49 (m, 4H) 3.58-3.64 (m, 4H) 
4.95 (q, J=2Hz, 2H) 5.72 (s, 2H) 7.06 (d, J=8Hz, 1H) 7.39 (t, J=8Hz, 1H) 

7.51 (t, J=8Hz, 1H) 7.71 (d, J=8Hz, 1H) 

[0 2 8 9] 

b) 4- [7- (2 -?3-=-)\<) -1- (2-v7My^) -2-y^fJl/ 
7^;-6-t^V-6, 7-ykKO-lH-7'U>-8-'f;V] ^y> 
- 1 t -^;i/Jt^r-;v 




tB!E#2 003-3096415 
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^-v: 137/ 



[ftl5 2] 




i 

4- [7- (2 - -2-^on-l - (2-v7;^>v» -6- 

7-ytKn-lH--/r/-8-^;i/] e^9^>-l-*>U# 

N-v^W^A T < K 0 . 2ml ^M^lfit 2 mmWLfco KBWi 

iS»xf/i/, *-e«iffiu jfir«w**«fe, i^A^^ifeofcfcaHi&Lfco » 

lH-NMR(CDCl3) 

5 1.50 (s, 9H) 1.81 (t, J=2Hz, 3H) 2.73 (s. 6H) 3.38-3.45 (m, 4H) 3.56- 
3.64 (m, 4H) 4.91, (q, J=2Hz, 2H) 5.55 (s, 2H) 7.07 (d, J=8Hz, 1H) 7.32 
(t, J=8Hz, 1H) 7.46, (t, J=8Hz, 1H) 7.65 (d, J=8Hz, 1H) 
[0 2 9 01 

c) 2- [7- (2-^f--=-;V) -2-y^f;V75y-6-t^rV-8- (If 
s*7i/>- l -^f;v) -6, 7-ytKn7 0, J>-l-^Wf^] ^>V— h 

Mkl5 3] 




H-C I 

4- [7- (2--7*^^;v) -1- (2-v7y^>y» -2-yVW^ 
/-6-5}-^V-6, 7-yb KD- 1 H-y°V >- 8-<4)V] fcf^v^-l 
t -/f^xxfjve . 5mgi:HJ7JVtDii0. 5ml* 

JnitT#«¥u Mire 2 o^ifcitu^o u ^a£*2 o-s o%* 
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v I 138/ 



lH-NMR(DMS0-d6) 

$ 1.76 (s, 3H) 2.69 (s, 6H) 3.28 (br.s, 4H) 3.51 (br. s, 4H) 4.91 (s, 2H 
) 5.40 (s, 2H) 7.04 (d, J=8Hz, 1H) 7.43 (t, J=8Hz, 1H) 7.60 (t, J=8Hz, 1 
H) 7.83 (d, J=8Hz, 1H) 8.90 (br.s, 2H) 
[0 2 9 1] 

mmM9 7. 17- (2-7*=-)V) -1- (2-y7;^>y» - 6 

^ V - 8 - (tf^ v>- 1 ->fflO -fi. KP- 1 H-V°U >-2- 

Mb 1 5 4 1 



9 6 <h|W}#tc^Lfc 0 
lH-NMR(DMS0-d6) 

$ 1.79(s, 3H) 3.29 (br.s, 4H) 3.56 (br.s, 4H) 3.65 (s, 3H) 4.12 (s, 2H) 
4.99 (s, 2H) 5.48 (s, 2H) 7.10 (d, J=8Hz, 1H) 7.50 (t, J=8Hz, 1H) 7.65 
(t, J=8Hz, 1H) 7.92 (d, J=8Hz, 1H) 8.95 (br.s, 2H) 
[0 2 9 2] 

liflii 2- T7- (2-f^^)V) -2-^b^y-fi-t^V-8- 
(\£f7*J>- 1 -4)V) -6. 7-vfc: Kn^'j >- 1 -^f;i^7-;H 

Wbl 5 5] 



H-C I 





1 H-NMR(DMS0-d6) 
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^-v: 139/ 



8 1.79 (s, 3H) 3.28 (br.s, 4H) 3.48-3.56 (m, 4H) 3.91 (s, 3H) 4.97 (s, 
2H) 5.32 (s, 2H) 7.19 (d, J=8Hz, 1H) 7.48 (t, J=8Hz, 1H) 7.63 (t, J=8Hz, 

1H) 7.87 (d, J=8Hz, 1H) 9.05 (br.s, 2H) 

[0 2 9 3] 

WH9 9. \7- (2--f^~)l/) -l-y7^fiV-6-i^r7-8- 

(\£^yy- l -6. 7 -v^ Kn- i H--7' 1 ; >- 2 

7 -;H §feg§^-^;WJC7>-T-;v 1£E$*& 

a) 4- [7- (2-T^~;v) -2-^nn-i-y7/^f;V-6-t^V 
-6, 7-vt Kn- 1 H-7" 1 ; >-8--f;v] 1^9 v>- 1 -^l/sKfgfc 

[ftl5 6] 



lH-NMR(CDCl3) 

a 1.49 (s, 9H) 1.84 (t, J=2Hz, 3H) 3.43-3.49 (m, 4H) 3.58-3.63 (m, 4H) 
4.91 (q, J=2Hz, 2H) 5.18 (s, 2H) 
[0 2 9 4] 

b) [7- (2--?^~)V) - l-y7;^f;U-6-t^V-8- 

-6, 7-ytFn-iH-yj/-2-^;^^7 7-;v] i 

[ft 1 5 7 ] 



HWll 9 7 h mm^J& Ltzo 
lH-NMR(DMS0-d6) 

S 1.80 (s, 3H) 3.29 (br.s, 4H) 3.55 (br.s, 4H) 3.68 (s, 3H) 4.22 (s, 2H 
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^-v : 140/ 



) 4.98 (s, 2H) 5.21 (s, 2H) 8.93 (br.s, 2H) 
[0 2 9 5] 

mmmioo. [1, 7 -if* (2--7*^~;v) -e-^v-s- (tf^v 

v>-i--f;v) -6, 7-ytKn-iH-^'J>-2-^;^;i/7 7-;i'] 
f£@t ^ ^ ;u jr. x t- ;v 

a) 4- [1, 7 -If* (2-^-^;V) -2-^nn-6-t^V-6, 7- 

kd- i H--7 01 ; >- 8 --ov] v>- 1 -fi^^ym. t-y^-^ 

Utl 5 8] 



lH-NMR(CDCl3) 

d 1.49 (s, 9H) 1.80 (t, J=2Hz, 3H) 1.83 (t, J=2Hz, 3H) 3.40-3.45 (m, 4H 
) 3.57-3.62 (m, 4H) 4.93 (q, J=2Hz, 2H) 4.98 (q, J=2Hz, 2H) 
[0 2 9 6] 

b) [1, 7 -If* (2-y^-)V) -6-t^V-8- (t^7y>- 1 ->f 

;v) -6, 7-v 5 ^ Kn- i H--7* 1 ; >-2--f ;v*;v7t^;v] i^gt^^^-^ 

[ftl5 9] 



mmm 9 7 1 mm~&& 

lH-NMR(DMS0-d6) 

d 1.79 (s, 6H) 3.28 (br.s, 4H) 3.53 (br.s, 4H) 3.67 (s, 3H) 4.15 (s, 2H 

) 4.83 (s, 2H) 4.98 (s, 2H) 9.02 (br.s, 2H) 
[0 2 9 7] 



0 





0 
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i -6. 7-vb Kd-1 >- 2 MJ;i/ 

Kb 1 6 0 ] 

__ o / — 

]T' N />-N^MH 
NC N N ^ 
H-CI 

vT>fb"t- h U ^A£fflV>T|dfcfl!l 1 0 0 tmU^'kJ&LtZo 
lH-NMR(DMS0-d6) 

8 1.81 (s, 3H) 1.82 (s, 3H) 3.28 (br.s, 4H) 3.56-3.63 (m, 4H) 4.95 (q, 
J=2Hz, 2H) 5.07 (q, J=2Hz, 2H) 9.04 (br.s, 2H) 
[0 2 9 8] 

fiilQ2. 1. 1 -y£7s (2--f+~)V) -2-* b^v-8-(tf^ 

v>-i-^f; W-i, Knyy j£M 2£ 

{it 1 6 1 ] 




H-CI 



* *? j-)v%m^x, imit-r y v vAzm&t Lxmmm 1 o otiai^js 

lH-NMR(DMS0-d6) 

5 1.75 (s, 3H) 1.80 (s, 3H) 3.28 (br.s, 4H) 3.47-3.55 (m, 4H) 3.98 (s, 
3H) 4.66 (s, 2H) 4.96 (s, 2H) 9.01 (br.s, 2H) 
[0 2 9 9] 

W11Q3. ri-TU;u-7- (2-7*— )V) -fi-^y-s- (e 
^^v>-l-^;V) - 6. 7-yHKP-lH-y)>-2-^^;V77- 

a) 4- [l-T i ;;v-7- (2-7^~;V) -2-^nn-6-t^V-6, 
7 -5>fc Kn- i H-^ 1 ; y- 8 --f ;v] t°^7y> - 1 t-7* 



mSE^F 2003-3096415 



#M 2003-117927 



142/ 



lit 1 6 2 ] 



CI 



N 



0 / = 



,0 



$k\\>7 v )\s*m^x%M®\ 96b) t mm-&& Lfco 

lH-NMR(CDCl3) 

5 1.49 (s, 9H) 1.83 (t, J=2Hz, 3H) 3.38-3.45 (m, 4H) 3.55-3.63 (m, 4H) 
4.90 (d, J=5Hz, 2H) 4.93 (q, J=2Hz, 2H) 5. 19-5. 29 (m, 2H) 5.93 (ddt, J=10 
, 17, 5Hz, 1H) 
[0 3 0 01 

b) [l-7';;V-7- (2-7'f-;H -6-**V-8- (tf^9v>-l 
-6, 7-ytKn-iH-/'J>-2-'f;w^77-;i/] »f 

Hfcl 6 3] 



mm 9 7 t m%tK&J& Ltzo 
lH-NMR(DMS0-d6) 

d 1.79 (s, 3H) 3.27 (br. s, 4H) 3.48-3.56 (m, 4H) 3.66 (s, 3H) 4.12 (s, 
2H) 4.70 (d, J=5Hz, 2H) 4.98 (br. s, 2H) 5.07 (d, J=17Hz, 1H) 5.21 (d, J= 
10Hz, 1H) 5.89 (ddt, J=10, 17, 5Hz, 1H) 9.07 (br. s, 2H) 
[0 3 0 1] 

IftHliLL l-7U;i/-7- L2_zz7±^M -6-i^rV-8- (tf^ 
s 7V~y-\-4 flA -6. 7 - y t: KP - 1 H-"/') > - 2 - ^;^fx F 'J JV 

mm 




0 



tiilE# 2003-3096415 



#M 2003-117927 



^- v : 143/ 



Utl 6 4] 




•>7Htt h v ^^ttm^xmMn i o 3 hiwi#^^L^o 

lH-NMR(DMS0-d6) 

a 1.81 (t, J=2Hz, 3H) 3.29 (br.s, 4H) 3.57-3.64 (m, 4H) 4.81 (d, J=5Hz, 
2H) 5.04-5.10 (m, 3H) 5.26 (d, J=10Hz, 1H) 6.00 (ddt, J=10, 17, 5Hz, 1H 

) 9.12 (br.s, 2H) 
[0 3 0 2] 

1 ->f ;M- 1. 7-y^ Fn-7°i) >-6-^-> j^§t^ 
[ttl 6 5] 



!H-NMR(DMS0-d6) 

^ 1.79 (t, J=2Hz, 3H) 3.27 (br.s, 4H) 3.48-3.56 (m, 4H) 3.93 (s, 3H) 4. 
55 (d, J=5Hz, 2H) 4.94-5.02 (m, 3H) 5.12 (d, J=10Hz, 1H) 5.87 (ddt, J=10 
, 17, 5Hz, 1H) 9.04 (br.s, 2H) 
[0 3 0 3] 

mWiMios. f 7- (2-7*^~;v) -1- (2-^^evxf;V) -6- 

1 JV) -6. 7-yhKP-lH--/')>-2 

a) 4- [7- (2-7^-)V) -1- -2-^nn- 

6-*^v-6, i-vt Kn- 1 H-y; M^Vy-l-ii 




o 



WSE«Rf 2003-3096415 



Wm. 2003-117927 



^-vl 144/ 



mi 6 6] 

0 ,-=- 
7 lT/>-N N-< / 



2-yo^xf;Mf;n-f^^^t*li9 6 b) tm^^Ltz 0 
lH-NMR(CDCl3) 

d 1.49 (s, 9H) 1.83 (t, J=2Hz, 3H) 3.36 (s, 3H) 3.39-3.45 (m, 4H) 3.56- 
3.61 (m, 4H) 3.69 (t, J=6Hz, 2H) 4.50 (t, J=6Hz, 2H) 4.92 (q, J=2Hz, 2H) 
[0 3 0 4] 

b) [7- (2-7^-;i/) -1- (2-^h4ryxf;i/) _ 6 _^y_ 8 - 
{\£U*?>- l ->f;i/) -6, 7-> f fc Kn- l H-"/ 1 ; >-2 -^f;vx;V7 

Hfcl 6 7] 

S^N N v — ' 
MeOaC^ H_CI 

-mmws 7 tmm^j&Ltzo 

iH-NMRCDMSO-de) 

S 1.80 (s, 3H) 3.25-3.32 (m, 7H) 3.50-3.55 (m, 4H) 3.61 (t, J=6Hz, 2H) 

3.67 (s, 3H) 4.14 (s, 2H) 4.25 (t, J=6Hz, 2H) 4.98 (s, 2H) 9.00 (br.s, 2 
H) 

[0 3 0 5] 

^MI10 7. 7- -1- -6-^ 

*y-8- (^7y>-l-^M -6. 7 - v£ Kn- 1 H-7°'J 2 - 

mi e si 

H-C I 



tBIE# 2003-3096415 



mm 2003-117927 



■>7>ftt > wAzm^xmifew i o 6 tmm^mLtzo 

lH-NMR(DMS0-d6) 

3 1.81 (s, 3H) 3.25 (s, 3H) 3.29 (br. s, 4H) 3.55-3.64 (m, 6H) 4.34 (t, 
J=5Hz, 2H) 5.08 (s, 2H) 9.05 (br.s, 2H) 
[0 3 0 6] 

mil 0 8. 7- (2--f*-)\A -1- (2-^^>xf;i/) -2-^ 
h^rv- 8-(e^v>- l ->fjM- l . 7-v£ Kn-7°iJ >-6-;fr> ^ 

Mb 1 6 9 ] 



^ *y-;v£ffiv>Tl&7KJStm# V * A LT^M 1 0 6 tfflmK&J&L 

tz 0 

lH-NMR(DMS0-d6) 

a 1.79 (s, 3H) 3.23 (s, 3H) 3.27 (br.s, 4H) 3.46-3.55 (m, 6H) 3.94 (s, 
3H) 4.13 (t, J=6Hz, 2H), 4.96 (s, 2H), 9.03 (br.s, 2H) 
[0 3 0 7] 

IIW1Q9. 7-^>v;i/- 1 -^;U-8- (^7yV-l--fJV) - 
1. Kn-/') >-6-^> L2Jj7jk±nHM^[ 

a) 7 -^>v;v- 1 , i - S JM: Kn-^i; >- 6 
Htl 7 0] 



^y*»18. 2 3g£N, N-y7f ^tM75 K9 0m 1 «L> ^ 
>-7>7*n^ Kl 6m 1 ZMz-s ^KT^jf # t£ 0 mBWi^tm^)^ 3 
-h?t<^£|i&^ fffitf;t^^5N-SfCilfU 7 0°C^pfi 
L£ 0 4B#r B m^L> gSfc?£*Lfc&, SN-TK^bv-hV^^TKvt^^Tp 




H-C I 




mtE# 2003-30964 



#M 2003-117927 



^- V : 146/ 



H 7 i-CfffDLfCo flfffi Isfcm®-* ZWL, S&HU tlffi-fl^tf 1 2. 7 4 8 g 
[0 3 0 8] 

b) 4- (7-^>v>-6-t^y-6, 7 - yt Kn - 1 H - 7°>) >- 8 - 
lit l 7 1] 



7-^y-J)V~-\, 7 -yt Kn^V >- 6 — 1 2 . 7 4 8 g£N, N — 
^WM7<K15 0mlMU N-^nn^^^n 5 7. 9g 

y>-8-^nn-l, Kn^'j ^-6-^>6. 103g*H/i, i 

<D&<£>£ 1 - t -•/h^ry*;Kf-;nf^y> 2 0 g fcjl^-U 1 5 o°cnsn 

;-)\> do : l ) iffi^ii *) . ^ts-fb^% 1 . 5 3 9 g fcftfco *h-nmr(cdc 
13) 

$ 1.39 (s, 9H) 3.07-3.10 (m, 4H) 3.35-3.39 (m, 4H) 5.44 (s, 2H) 7.16-7. 
18 (m, 2H) 7.22-7.32 (m, 3H) 7.91 (s, 1H) 12.18 (s, 1H) . 
[0 3 0 9] 

c) 7 -sOZtfl/- 1 *■/!/- 8 - 1 -^;v) -1, 7-vt: 

Kn^'jy-6-t> b'J7Jl/tniit 
Mfc 1 7 2 ] 
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^-v ! 147/ 



4- (7-^>^;i/-6-t^V-6 ( 7-ytKD-lH-^J>-8-^ 
)V) \£UZ?>- 1 t-"/fJVx^f;H 5mg^N, N-v^ 

W;i/A7U'lml(:iIU 7Xf jCth'J-^A 1 Omg, 3«Mfc-*^/H 
0/. lfcinix.. ia:t3H^WL/: 0 K-l»|i^^K 7K£#nx.5H8u 

^o7h^ 7 7^ t:tfflg u meAb&m 4 . 3 1 m g *#^ 0 

MS m/e (ESI) 325 (MH+-CF 3 CX)OH) 
[0 3 10] 

ttt^ll I 0. 7 -^>v;V- 1 -ji^-;V- 8 - (tf^vv 1 -4)V) - 
1. 7 Kn-7°ij >- 6 h^-7;v^-n§feM 
[1U 7 3 ] 



a-K^^>^fflv^-c^wui o 9 tmmimwL, nmt&mzmzo 

MS m/e (ESI) 339 (MH+-CF3COOH) 
[0 3 11] 

ftt^lll 1 1. 17 -s<>-J)l>- 6 -^-^-V- 8 - (b°^v 1 -4 )V) 

-6. 7 - yb Vu-fv y- 1 -^f;i/l ife§t^^-;i/jc7>-^;v WyjvJruWm 
Ubl 7 4] 



MS m/e (ESI) 397 (MH+-CF3COOH) 
[0 3 12] 

mmmi i 2. 7-^>v;v-i- (2-* >^>^;i/) -8- (tf^v 
-1. 7-ybKP7°']>-6-t> MJ7;v:froEfeif*li 





ttiiiE# 2003-309641 5 



&m 2003-117927 



148/ 



Hbl 7 5] 




MS ni/e (ESI) 369 (MH+-CF3COOH) 
[0 3 13] 

^MI113. 7-^S^- 1 - (2 -ynbfr-jl/) -8- 
[Itl 7 6] 



MS m/e (ESI) 349(MH+-CF 3 C00H) 
[0 3 14] 

OTtffl] 1 1 4 . 7-^>y>-l-y7/^f;V-8- (e^9yv-l->f 
2k) -1. 7-yHKn7'r/-6-t> M) ^d-PWfeHfctfi 
[ftl7 7] 



MS m/e (ESI) 350 (MH+-CF3COOH) 
[0 3 15] 

mmmii5. 3- L2^z±=Jkl -5-^f^-2-e^^>-i-^f 





tfcaE# 2003-3096415 



2003-117927 



^- v : 149/ 



a) 2-7n€-3- (2 -"T^-^) - 5 - vTV - 3H--T ^ fv-;v- 
Hkl 7 8] 



2-/D ; e-lH-^^7-;i/-4 ) 5-^*JKf->>J;v [CAS No 
50847-09-1] 16. 8 0 g^x^y-jH 7 0ml«l|4. 5 

6 m i zmz., 4 8 mm ummm. Ltz 0 %t$v Ltz^ mm.^^ soomi^j: 

0*7X2 0 0ml Srinx.. *«W«r**W»'v^*'>^A-C»g*U ««U 
lliUo ^^N, N-y^WM7^ Kfc»»U 4. 
1 gi3J;0 f 2-7'f^7 , n5 K8. 6ml &JjQ;L, mUT~lsmmi%WLfz 0 m 
Mjl^)\,5 0 0ml SriDx., tK3 0 Om 1 t?3 0«fci£U b 'J ^AO^fD 

M3 0 0ml»U;li A-CftfcU iHiftU 

ilifJV (9 : 1) ?#m^JMf«t *K *HfMkl^4. 0 9 g«r»fc 0 
lH-NMR(CDCl 3 ) 

S 1.43 (t, J=7.2Hz, 3H) 1.81 (s, 3H) 4.47 (q, J=7.2Hz, 2H) 5.16 (s, 2H) 
[0 3 16] 

b) 4- [1- (2-7*^-;v) -4-y7;-5-i^y*M-^-l 
;v 

Mk 1 7 9 ] 





ttiiE#2 003-3096415 



mm 2003-117927 



150/ 



2 3 - (2-7'^--;v) - 5- v7y-3H-^ 5 4 - 7J 

/MOB* A . 0 9 g ^ 1 - t - ^ h ^ y * tf^7 y > 

7. 7 0gfcil^U 15 0t«Lfco 5 0^IffU 

if^ (2 : 1) itm^liJ: "K ma<b^!»4. 4 7g=M#fc 0 
IH-NMIUCDCI3) 

5 1.43 (t, J=7.2Hz, 3H) 1.47 (s, 9H) 1.82 (t, J=2.3Hz, 3H) 3.08-3.13 (m 
, 4H) 3.57-3.61 (m, 4H) 4.44 (q, J=7.2Hz, 2H) 4.89 (q, J=2.3Hz, 2H) 
[0 3 17] 

c) 4- [1- (2 — - 5-^ h^rv7j;v^;v- 4-^^-77 

•=e-Y;i/- l H->f 5^v*-;v-2--r;v] \£u*J-y-\-fjfr#>WL t-f 



4- [l- (2-y^-;v) -4-y7/-5-xf^y*;v^;v-lH-^ 
5 jrv—fr— 2 — >f/i>] tf^7 v>- l -%fl'tf>WL t-7'f;^f;vo. 

8 0g<Di^;-;V2 0ral i!CM7>t»9A 5 0%7jc}#i&5m 1 SrflPx. 
> 14B#W 6 0 TlX-lJUl&LtZo mitz-T-A' 1 0 0 m 1 i3 i t>*7jc 5 0 m 1 m 

mm «ttk 5 o m 1 1 mt-r h; * a 5 0 m 1 xm^mm- u mxm 

7^77^l:tlIU ^*-9->-gt-gfcj^;p (3 12) igffifrWJ: »K H 

IBft'fr* 0. 58g *»fco 

lH-NMR(CDCl 3 ) 

a 1.43 (t, J=7.2Hz, 3H) 1.48 (s, 9H) 1.82 (t, J=2.3Hz, 3H) 3.12-3.16 (m 
, 4H) 

3.54-3.59 (m, 4H) 4.44 (q, J=7.2Hz, 2H) 4.89 (q, J=2.3Hz, 2H) 7.41 (br.s 
, 1H) 8.88 (br.s, 1H) 




ffilli^F 2003-3096415 



#M 2003-117927 



^-v: 151/ 



[0 3 18] 

d) 4- [1- (2-y^^)V) -5-3-Y*i/j])V7$-)V-A-f}-)\'*)V 
? T )Vt£-s 4 ^ V4 )V- i H--T ^ 2 -^T;v] tl^7^V - 1 

Mb i 8 i ] 



4- [l- (2--/^-;W -5-^h^->*;v^;v-4-^ L ^^;w^^;U' 
-iH-^?r/-^-2-^;v] tf^v^v- l -tf/u^HI t-7^-/wc 
Xt^O. 5 8gW^on^^>2 0ml Mi^f f77;Vtnli^f f V j* 
W^rV^7A0. 2 3 5 g£;te, ^-^18Bf Mflfc# t/io '^nn^^> 
5 0ml ^Jn^> Tkm&mi- b y * A tf>l&fil7K?gifc 2 0 m 1 -C^L. i&TfcKm 

lH-NMR(CDCl3) 

5 1.41 (t, J=7.2Hz, 3H) 1.47 (s, 9H) 1.81 (t, J=2.3Hz, 3H) 2.39 (s, 3H) 
3.12-3.16 (m, 4H) 3.56-3.59 (m, 4H) 4.42 (q, J=7.2Hz, 2H) 4.80 (q, J=2 

.3Hz, 2H) 
[0 3 19] 

e) 4- [1- (2-r^-;V) - 5 -J- Y*i/j])V#—)V-A 

7 7-W)^-iV- 1 H-^f 5 ?*v*-;v- 2 ->f /I/] Vf^9V^- 1-JJ)V# 

Utl 8 2] 



4- [l- (2— /w) - 5 - x f #y * - 4 - > f ;V7 7 - 
)Uij)V^y^ $ 1 H-^r $ ?V-;v- 2 --OH e^7i^>- l 

#>WL t -7*f^f;V0 . 5 5 g©i^ y-;U3 0m 1 *§f£K 2 N:&^7fc 





tBaE# 2003-3096415 



2003-117927 



^-v! 152/ 



2 5 m 1 J: 1 NyfcSMfc?- h V ^ A7X^**Px.^ 0 7KH Srlt^^ 2 
5 m 1 X-mm U ££-;b-£. 1 N7kMit1~ h U * AtK^?W 1 m 1 £^A,-e 

V* £ ifrffc;-?- h U 7 ^ <50lfefn7Xv#^ 10ml X*m& U |*7K«^ ^* * v "7 A 
*U afcftU iE^it^o It^y^nn^ > l Om 1 i:Ij|L, HJ^ 
■^;i/T^>0. lOmlisi^rMv-t-^f^O. 2 5 6 g^Di, I£ 
-ei5B#F H m^ tT^o 2 5 m 1 fcillx^ 0 . 1 1 0 m U Tfc^ 

b V * A <7>3&ft]7Kv#?£ 10ml h i&ffc-t- h V 7 A <DffiQ*m%L 10ml "Cffi 

7A?nvf777^-C Tffli^ L ^ ^-9->-I^^?-;v (4 : 1) 

i •) > «8B<k^ 0 . 1 5 g *ntz 0 

lH-NMR(CDCl3) 

a 1.43 (t, J=7.1Hz, 3H) 1.48 (s, 9H) 1.81 (t, J=2.3Hz, 3H) 2.40 (s, 3H) 
3.16-3.20 (m, 4H) 3.55-3.59 (m, 4H) 4.35 (q, J=7. 1Hz, 2H) 4.80 (q, J=2. 

3Hz, 2H) 
[0 3 2 0] 

f) 4- [1- (2-7^-^) - 5 -J- h ^rv7>;v^-;v- 4 -H Kn^y 
l H-^f 5 r/-*-- 2 ->f ;v] ^7y>-l-*^r/^ t 

Kb 1 8 3 ] 



0 < C-t?4- [1- (2-7^-^) -5-xl'+->*A'#-^-4-^W/l' 

7 T ^*^-;v- l H--f 5 r/-;v-2-^f;v] tf^v^- l 

>^ t-WxXf^O. 2 6 5 g^x^-;V8m 1 ?&i£l-@£®frKJt (II 
) 0 . 18 7 g$o£ tffrmtli o mi- f'J^AO.'OQO^M, ^S."C4H#K 

mw Lfzo ~m^mm.7m (id o . 1 s 7 g & <t w^mm ?*th'jfAo. 
090 £ jnx.fc«, 1 5 B#ra£ifi-e8H$ Lfc„ Sixfjv loomi^itro. 




2003-3096415 
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^-v: 153/ 



0ml £JDx.. «tS&7K5 0ml fcttft"*- h V ^ ACQ3&fn7tt#}& 5 
0 m 1 -ejlll^^ t , te 7 X^m^ ^ * v * A X-ffllk t o ^cIBtii L tz o J$a£ £ v 
'J*m7A^n7l>/77^-i:tilU ^4r-^>-It^^;v (4 : 1 

) Wii^ Jf£l-&o. i 7 2 gEURu ^**yy-ww^^ (1 : 4) 

v#tB53MlU >9 , ^IB-fb^O . 0 6 1 g 
lH-NMR(CDCl3) 

«J 1.42 (t, J=7.1Hz, 3H) 1.48 (s, 9H) 1.81 (t, J=2.3Hz, 3H) 3.17-3.21 (m 
, 4H) 3.41 (t, J=4.8Hz, 1H) 3.56-3.60 (m, 4H) 4.36 (q, J=7.1Hz, 2H) 4.75 

(d, J=4.8Hz, 2H) 4.81 (q, J=2.3Hz, 2H) 

[0 3 2 1] 

g ) 4- [1- (2 -"7*^- — ;V) - 5 - if^y*;V^-;i/- 4 

Hfc i 8 4 ] 



4- [1- (2-r^-;^) - 5-xRy*H'^-4-t Kn + -»f 
;i/-iH-'(5r/-^-2-'f;v] tf^^^>- i -#;w-*?>m t ;v 
x^r^o. 0 6 1 g^y^ n n ^ ^ > 2 m 1 iti:3{b-7>**> 0 . 120 

(7:3) m&ftW £ 0 . HIMbi^t; 0 . 0 5 5 g £#/z 0 
lH-NMR(CDCl3) 

8 1.42 (t, J=7.1Hz, 3H) 1.48 (s, 9H) 1.82 (t, J=2.3Hz, 3H) 3.23-3.26 (m 
, 4H) 3.55-3.59 (m, 4H) 4.45 (q, J=7. 1Hz, 2H) 4.89 (q, J=2.3Hz, 2H) 10.3 
6 (s, 1H) 
[0 3 2 2] 

h) 4- [1- {2-y^=~)V) -6-*?-)V-7-**V-6, 7-ytK 




tfifE# 2003-3096415 



#M 2003-117927 



154/ 



a-iH-^f^r/ [4, 5-d] 2 -4 ;v] if^^v^- 1 

Mb 1 8 5 ] 

0 



4- [1- (2 - "7'^— ;v) - 5-if*y*H-^-4-*)V^V- 1 H- 

. 0 5 5 gO-x.? y-/U2 . 5mH«^fiVtK7y>0. 0 5ml*lJPx. 
. 8 0°C^1 5 m Hlci 3 Ottl 4B*WJn*tLfco RJ&ifc&aftffiftRLfc 

(1 : l) iffi?>fflJ:^ SSBfl^ar 0 . 0 3 5 g^;, 

iH-NMRCCDCls) 

<5 1.52 (s, 9H) 1.83 (t, J=2.3Hz, 3H) 3.38-3.42 (m, 4H) 3.61-3.64 (m, 4H 
) 3.85 (s, 3H) 5.09 (q, J=2.3Hz, 2H) 8.13 (s, 1H) 
MS m/e (ESI) 387.4(MH+) 
[0 3 2 3] 

i) 3- (2-^-;v) -5-^;V-2-fcf^v ? >-l-'f;i'-3, 5- 
ytKn^^r/ [4, 5-d] tfV^vV-4-^^ b ^v^nf^ia 
[ftl8 6] 



4- [1- (2 - ^f--^) -6-^^-;V-7-^^V-6, 
[4, 5-d] t 1 'J^y'y-2-^;V] 
>I£ t-rf^x^f^O. 0 3 5 1 gOy^oa^r/0. 4mlili:l« 

^^nito. 4mi^o£, i «fH!ifi-eji#ifco *fc**itu mm. 
zMm&fH&m^w? h??7 j-^xmmL, mmit&wo. 2 9 5 g ^# 





miE# 2003-3096415 
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I 155/ 



lH-NMR(CD30D) 

a 1.83 (t, J=2.3Hz, 3H) 3.45-3.49 (m, 4H) 3.65-3.69 (m, 4H) 3.83 (s, 3H 
) 5.15 (q, J=2.3Hz, 2H) 8.20 (s, 1H) 
MS m/e (ESI) 287. 09 (MH+-CF3COOH) 
[0 3 2 4] 

3frfefcflllll6. 5 -sOVfr**^ 3 - (2-r^;M -2- (\d 

^7-^-1-^) -3. r4. R-di 

-4-^ LiJj7jk±n|[IMM 

a) 5-^y-J)V3r*=s *?-)V- 4; -**y-4, 5 - v Kn 5 y V [ 4 

, 5 - d ] ey/w-i-x^* >^y ^ ^;vr 5 k 

Hfcl 8 7] 



5-^>y>t^y^H^r/[4, 5-d] U'J^>-4-t> [CA 
S No 82137-50-6] (R.Paul Gagnier, Mic 
hael J.Halat and Brian A. Otter Jour 
nal of Heterocyclic Chemistry, 21, p 
4 8 1, 1 9 8 4; • • ify-?—*-)^, -vCrfr • Vol- • ^7 

K -fUT^ • ■x-'f • * y * — • *y • Afnf'f * U y * • 

2 1, 48 1 1, 1984 ) 3. 0 4 g«y^DO^>5 0m 
liIt:f'Jif;vrry2. 0 8 g. N, N-y'^i^JV7 7*^^n7 
•-f K2 . 8 0 g ^ ± 4 - v^ f ^ / t: 'J v > 0 . 2 2g^Hi, 4B#f B ^n 
«HBRL^o B*=.7-fl' 2 5 0ml*M, 1 N*SfaK»«E 50ml, ^^tK# 
tf'J^A (OmUykfeU 50ml fc^fc-J- h'J^A <7)3&fn7to#}£ 50ml -CJOUfc 

fofr t , m^mfc-? r * v ? a -e?e » l . l fc 0 & v * * ? 

A^7^7 7^-t:tfflgU (2:3) 

"9 , nUft&%0 2 . 8 6 g £#fc 0 

lH-NMR(CDCl3) 




0" n— 



tbfiE# 2003-3096415 
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-^-v: 156/ 



a 2.98 (s, 6H) 4.77 (s, 2H) 5.74 (s, 2H) 7.30-7.39 (m, 5H) 8.21 (s, 1H) 
8.46 (s, 1H) 
[0 3 2 5] 

b) 5-^>y>t^ry^fJV-2-^an-4-t^7-4, 5-v^Kn 

4 < 7 V [4 , 5-d] t?'J^>-l-X^>ly7f;V75K 
Htl8 8] 

o'V 

SSt#ffl^,T\ - 7 8 1 1* 5 > y ;v t ^ v ^ f ^ - 4 - 1 V - 4 , 5 - v 
kKD/f^r/ [4, 5-d] tfv 1 -7;v*yfy7f;H5 K3. 

3 4 gOr h 7 t KD 77 > 1 5 0 m 1 ill: n - T^f ^'J A 5 . 3ml ( 
2. O^Vv^n^^vfiO &iPx.. 1 B#P^- 7 8 tT«Lf:t, 
^nni^>3. 2 6 g(Orf7fc Kn77>20m 1 v#i££jjn*-> M7m$"e_h 
fi$-££ 0 ^T> ; e-'7A<0 5%7Kv»2 5 m 1 SrSn^ HM^;^ 0 m 1 
T*mm LfZo ^®^7X2 5m 1 tMt h 'J "7 A Og^n7jc<§f£ 2 5ml tl^ 
fjfe^U AE7Kmm^^^>"7At:^#L, «EEift*gLfc 0 U tjt^t? 9 

A^nTf^77^-t:tiSU ^df-i7->-i^jL^-^ (2 : 3) ?#fcB?>IjJ: 

0 > mmk^yo 2 . 3 1 g =h#^ 0 

lH-NMR(CDCl3> 

5 3.12 (s, 6H) 4.77 (s, 2H) 5.70 (s, 2H) 7.30-7.39 (m, 5H) 8.48 (s, 1H) 
[0 3 2 6] 

c) 4- (6-^>^^^^v^f-;v-7-^ J rV-6, 7-7tKn-lH 
->f3*V[4 f 5-d] eu^y>-2->f;V) tf^9 v >- 1 - 7>;V^>@t 



[ftl 8 9] 
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^-v : 157/ 



m^m^T, 5-^>v^:t*v^^-2-y-nn-4-^V-4, 5- 
~7^Kn^^r/ [4, 5-d] feTV 1 -^;^>fy^f;l/7 5 K2 

. 3 1 g^J:^7V>- 1 t-7'f;ux^f^4. 49g5: 

1 5 OrT^Btra^D^LTto »y'J*W7A^D7f^77^Ct 

ill, n^^WMTjiiu 19 > HfMfc^ 1 . 9 4 g £t#*: 0 

lH-NMR(CDCl3) 

a 3.54-3.58 (m, 4H) 3.71-3.75 (m, 4H) 4.68 (s, 2H) 5.65 (s, 2H) 7.25-7. 
35 (m, 5H) 8.21 (s, 1H) 12.58 (br.s, 1H) 
[0 3 2 7] 

d) 4- (6-^>y>t + y^fiV-l- (2-y'^-~)V) -7-t^rV- 
6, Kn- 1 H--f 5 [4, 5-d] £° V >- 2 --f ;v) tf^< 

9 v > - 1 - ii t - y°^)VJ^x y- ;v 

Hfcl 9 0] 



4- (6 -^O-vOV^v*-?-^- 7 -t^rV- 6, 7-yt Kn-lH-^f 5 

vv [4, 5-d] try n?>- 2 --r ;v) t'^7y>- 1 -x^^yM t- 

/f^f^O. 2 16g©N, N-y7WM7^K2 0ml^W 
g^'j^AO. 7 4g^J:0 !, 2-7 , f-;vra"7^KO. 0 7 8 g^i/; o 1 
6B#^M^-em#Lf^ I^^f-;V5 Om 1 ££n;i. MlJf £tK2 Om 1 t'H 
m^^-L> h V V A 0|^D7jc?#m 1 Om 1 -Cf5fe?f-L> iM^^ v * v ? 

SU ^^^-I^xf;!/ (3 I 2) ^m^llJ:^ Hififl^t/O. 139g 

iH-NMRCCDCls) 

S 1.50 (s, 9H) 1.86 (t, J=2.3Hz, 3H) 3.38-3.44 (m, 4H) 3.61-3.66 (m, 4H 
) 4.72 (s, 2H) 5.10 (q, J=2.3Hz, 2H) 5.65 (s, 2H) 7.25-7.38 (m, 5H) 8.18 
(s, 1H) 
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158/ 



[0 3 2 8] 

e) 5-^>y>t^y^f^-3- {2--??-— ;v) - 2 — H 0 ^^ v>- 1 
--f;V-3, [4, 5-d] fc:i;^v>-4-*> h; 

[lb 1 9 1 ] 



4- (6 -^>y;vt^v^f;i/- 1 - (2 -7-^v-6, 
7-ybKn-lH-^5^V [4, 5-d] tfU 2 - <i ;V) kf^v 

>-l-#;W-K>^ t -y^)lssL7,7-)V 0 . 0 0 7 3 g £H»J 1 1 5 i ) t 
IWMt^MSU fflSLT, Hfg-fb^O. 0 0 4 3 gZmzo 
lH-NMR(CD 3 0D) 

S 1.83 (t, J=2.3Hz, 2H) 3.45-3.49 (m, 4H) 3.65-3.69 (m, 4H) 4.69 (s, 2H 
) 5.15 (q, J=2.3Hz, 2H) 5.64 (s, 2H) 7.17-7.32 (m, 5H) 8.20 (s, 1H) 
MS m/e (ESI) 393. 28(MH+-CF 3 C00H) 
[0 3 2 9] 

mrnrnm. 3- (2-?^--)^) -2- (e^yv-i-^n -3. 

Mb 1 9 2 ] 



mmmm^rr, 4- (6-^>^;v^-^v^^;v-i- (2-r?-z:/io -7 

7-fkKD-lH-'f$^/ [4, 5~d] \£WV>-2- 
<< )V) tV7y>- 1 — #;vsj*>gg t -y-^wn^T-^O. I2 3gw^n 
n**>8ml^££-78'CK^ipu HEMfctS 9 * 1 . 9ml (1. 0-=e;v 
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- * 9 J 1 : 1 M&mm 10ml &£Q;L n - 7 8 2 f$WJfH$ L£ 

m> MMtX'±®.^-%tio »«t*iRE«l6U ^y-iHOml *1&k.?z'\&^ 

wummrnvtio nmz ^ v v > 3 m 1 u 2 H$m&£tiftac - o 

»«L0. 3ml«ffiiU n^h ^9 7 *-fcT» 

SI L> flRSBft^J 0 . 0 0 5 g Srftfco 

lH-NMR(CD30D) 

<? 1.83 (t, J=2.3Hz, 3H) 3.45-3.49 (m, 4H) 3.65-3.69 (m, 4H) 5.16 (q, J= 
2.3Hz, 2H) 8.21 (s, 1H) 
MS m/e (ESI) 273. 16 (MH+-CF3COOH) 
[0 3 3 0] 

mmmiis. 2-\i- i2^z±=Jkl - 1 -**fr-6 =±±v= s- ( 

\£^Vy-\-^)V) -6. 7 Kn- 1 H-7' 1 ; 2 zidlik±jLv] 

a) 4-[7- (2-r^^;V) -2- (2-*^/f^7x;^ry) -1-* 
f-;V-6-**V-6, 7-yt Kn-lH-7 9 '; >-8-^v]^7^>- 

i-*;v^>m t -y^wcx-r^v 

Mb 1 9 3 ] 




4 -[7 - (2 - ;W -2-^nn-l-^f;v-6-t^rV-6, 7 
-yt Kn- l H--7°V >- 8 --f/i/] kf^9v>- 1 t -7*^- 

^xXfJV2 OOmg^l K>2. 0ml KjgffFU -frl) 

f;V7 5 K8 5mg> #tm# 'J^Al 2 9mg^Jnx.> 1 0 0 VKX 2 WfflMW 

Lti 0 Ki&mzm^zxi$mLfc&, 5. om 1 <D^imx.tz 0 M^ximmm 

^tf£2 2 lmg (8 9%) #7^0 
lH-NMR(DMS0-d6) 
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^-v: 160/ 



a 1.43 (s, 9H) 1.79 (t, J=2.5Hz, 3H) 3.23-3.27 (m, 4H) 3.36 (s, 3H) 3.4 
8-3.52 (m, 4H) 4.95 (q, 2.5Hz, 2H) 6.59 (td, J=8.0, 1.0Hz, 1H) 6.63 (dd, 
J=8.0, 1.0Hz, 1H) 7.14 (ddd, J=8.0, 7.5, 2.0Hz, 1H) 7.80 (dd, J=7.5, 2. 
OHz, 1H) 

MS m/e (ESI) 522 (MH+) 

b) 2-[7- (2-r^--;v) - 1 6-t^V-8- {\£^y s Jy- 

1-4 )V) -6, 7-v^ Kn- 1 H-"7 0, J V-2-4 W^rv]^>X7 5 K 

imm. 

Hb 1 9 4 ] 



4 -[ 7 - (2-7^—^) -2- (2-^;W^^^7xy^y) -1-^ 
6 -t^V- 6, 7-yk Kn- 1 H-^V 8 ;V] if ^9 5»- 
i-#;i//-K^ t-7f;v^f;i'2iOmgi:^y-;v3. 5m U 4N 

^@£-i»^>>wf wl* 2. imi j]px.^o ^ya^T4NFF^tt^> Kj&m^m 

T> Wmik&m* 1 7 7mg (9 6%) f#fc 0 
lH-NMR(DMS0-d6) 

51.82 (t, J=2.3Hz, 3H) 3.28-3.32 (m, 4H) 3.48 (s, 3H) 3.54-3.58 (m, 4H) 
5.04 (q, 2.3Hz, 2H) 6.96 (br.t, J=7.0Hz, 1H) 6.99 (br.d, J=8.0Hz, 1H) 7 

.46 (ddd, J=8.0, 7.0, 1.5Hz, 1H) 7.93 (br.d, J=8.0Hz, 1H) 

MS m/e (ESI) 422(MH+-HC1) 
[0 3 3 1] 

1 1 9 3- (2--7^-;V) -5-* +)V-2- 

Uk} -3. f4. 5-dl tf'J^v>-4-^> 

a) S-^^V-l-H;^-!, [4, 5-d] 




NH H-CI 
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^-v: 161/ 



Hkl 9 5] 



o 




ISt5-^f^-l, [4, 5-d] 

-t> [CAS No 7 6 7 5 6 - 5 8- 6] (Shih-Fong Che 
n and Raymond P. Panzica Journal of 

Organic Chemistry 46, p 2 4 6 7, 1981; 
v- • 7 * >jf • f-ot>, i^-^e^ K • fcf- • v>--^-;i/ • *y • 

- y ^ . -Jr ^ * h V 4 6. 2 4 6 71, 1 9 8 1 ) 7 8 . 8 g & v ? 
nn^^>2. 5 1 W^t, pjxf;P7^>7 8. 8£2Hlx.fco h'JfA' 
tu^J Kl 7 6 g^inx.. 3B#ffl*#Lfc 0 S»xf^7. 5 1 £jjp£. 7X3 

i & «t ttf&ft hu^A offrf dtKvM 3 i -ejn^^ l , iSTkra^ ^* * -> * a 

U ^^r-9->-^m^^^ (2 0 :8 0^e>0: 100) ?#tfcS7>IlJ: ^IB-fb 

13 6. 5 g &#£o 
lH-NMR(CDCl3) 

£ 3.79 (s, 3H) 6.92 (s, 1H) 7.07-7.13 (m, 6H) 7.32-7.40 (m, 9H) 7.87 (s 
, 1H) 
[0 3 3 2] 

b) 2-^nn-5-^ l-h'Jf^-3, *Ty* [ 

4, 5-d] tT';rvV-4-^-> 



miiE# 2003-3096415 
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^--J : 162/ 



lit 1 9 6 ] 



o 




S*V[4, 5-d] li'J^y>-4-t>6 8. 3 g Ox h 7 £ Kn 7 7 > 4 
l»'Jf ^A^t^f ^^V7y K2 2 0ml (1. 0Mfh5tKn7 
fcira*., - 7 5 Dt* 1 BfFW t/:t> Adpf ^ n nx^ > 8 2 . 3 
g^rf7t: Kn77>2 0 0m 1 mUZM*., -2 01Cit#ia$^: o fltft 
T>^~^A<7)5%7ki#f£5 1 &ftD;L, *Kif)P4 lt«U 0 ^TWS^tK 

A-e^t, iKlL/:o &afc£ t 1 5 0m 1 

«U t -yfiMf^i-fJV 10 0ml -C-mifcfrLfco 

me 9. 7 g£#£ 0 

lH-NMR(CDCl 3 ) 

£ 3.78 (s, 3H) 5.81 (s, 1H) 7.25-7.27 (m. 6H) 7.28-7.38 (m, 9H) 
[0 3 3 3] 

c) 4- (6 7 -p}-^V- 6 , [4 
, 5-d] IfV P 9 J"s- 2 ->f ;V) tf^9V>- 1 -iJ)V^>m t-7?-)V3- 

[ftl9 7] 




2-^nn-5-^f;v-l->'jf;v-l, Kn-/f [4, 

5 -d] try ^v>-4-*>6 9. 7gi:t^ 7 y>-l-*Wyi t- 
rf^f^l 5 3.4 g »0#H^Tt?a^L** s <b 1 0 Oti 
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^-v: 163/ 



•e 1 BtKBOS $ *fc 0 SJSfS £ L t -^Wf^i-f ^2 5 0m 

l ISI^ilKL/co t-W^f;ux-f;i/2 0 0mlT'2Hl 

„ 7fc2 0 0m 1 T3 EK £ fcff 0* t -7'f ^^f ;vx-f ;V2 0 0ml "C2 @i5fe 
i*U |6*L;fc1ife, *IBft'frW5 0. 3 g*%?Zo 
iH-NMRCCDCls) 

<? 1.50 (s, 9H) 3.56-3.62 (m, 4H) 3.73-3.80 (m, 4H) 3.87 (s, 3H) 8.16 (s 
, 1H) 12.65 (br.s, 1H) 
[0 3 3 4] 

d) 4- [6 1 — (2-7*-f-^;U) -7-^-^V-6, 7-vfcF 
n-lH-^r/ [4, 5-d] t?U FW- 2 ->f ;v] e^9^>-l-W 

[it I 9 8] 



M3t#H^T\ 15°C-e4- (6-^^-;V- 7-*^V-6, Kn- 
lH-^^V* [4, 5-d] tfV ?V>-2 vf^-^v-l-j&THj? 
>M t-Wx^7^8 8. 4g^)N, N-^fWA7U*5. 51 
»:Rt* , ;->A4 3. 9 gi3«fct>*2 -7f-;v7n7^f K2 7. 8m 1 £M 

wnx.7to RjstesrMiat?2 2n#iiam#L£^ 7K1 o 1 nm^^s 
lt-MUo 3rflM 5 1 -e 2 eu mit-t- h u * a co^sitK^^ 5 1 -ejin#: 

«fci£U 7fcS5rI^^;V3 1 T*2[5I&aa}L£o * 7 )cW^^ 

fcTttRU ^^r^>-^mjif-;v (3 : 2^f>3 : 7) ?#ffi53ilU*K ^ISffc 

^t/5 4. 3 g&»fc<, 
iH-NMRCCDC^) 

S 1.52 (s, 9H) 1.83 (t, J=2.3Hz, 3H) 3.38-3.42 (m, 4H) 3.61-3.64 (m, 4 
H) 3.85 (s, 3H) 5.09 (q, J=2.3Hz, 2H) 8.13 (s, 1H) 
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164/ 



[0 3 3 5] 

e) 3- (2--f^-~)l>) -5-^-^-^-2- - 1 ->f ;V) -3 

, 5-'^Kn^§^/ [4, 5-d] eym-4-t> 
Mbl 9 9] 



4- [6 1 - (2-^zi;v) -7-**v-6, 
lH-<5r/ [4, 5-d] e>Jfy>-2-^;U] If ^7 S J> - 1 - * frtf 
>Wt t-yfraf^5 4. 3g(7)y^no^^>2 0 0ml«b'J7 
;vng^2 0 0ml ZMz., SiST 1 Lfc„ «BEaft*8Lfc^ ^ffi«r» 

i^f^ 5 0 0ml U j&IfcfcSgT' b'J^AlO 1 1 £4? Lfo 

tiaz.ito rnkz-^fr 1 lfei xfim.iti- pj^as ntK^?W 500ml 

fcinx.^ jm*y?w**y\ 1 -e5 0tttBL7 , io ^raii TkSHfc*- 

h y fA2N*»*5 0 0ml Ti5fc$-U ATlSftU «JE 

#131 Lfco ^t^S^xf^ <£ <9 Sjgf&ft U W&fc&W 3 0 . 5 g fc»fc 0 
lH-NMR(CDCl3) 

<5 1.84 (t, J=2.3Hz, 3H) 3.05-3.09 (m, 4H) 3.38-3.44 (m, 4H) 3.85 (s, 3H 
) 5.06 (q, J=2.3Hz, 2H) 8.13 (s, 3H) 
[0 3 3 6] 

»^1 2 0 2 - (3 -73 I fcf^jjj v>- 1 ->f;M -3- 

;v) -5-*-?-JV-3. [4. 5-dl kT'jy^>-4- 

a) 3 - t - 7f^rv'*;U*-^7 5 y tV'J y>- 1 9 H- 




mtE#2 003-3096415 
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^-v! 165/ 



Hfc 2 0 0] 




f;i/x^t;v5. o i g<7)t-r*y-;n 0m i iftflfcusM vyn^if^ 

^T, 6 0ttl 8B#P^ini^L/Co &tf>f&£i£*PU »»xf^ 1 5 0ml» 
#IM * 5 %ffl&km%L 100ml, 5 %Rm^^ h V >7 A*»ifc 1 0 
0 m K 7X1 OOml^J: tfatffcf- h U * A Ol&tfDTfc&jfc 10 0ml -CJOUfciifeit* 

n7f^77^CT|SU (4 : 1) ittBMU *K 

IKIBfl^l . 8 8 g**#fco 

lH-NMR(CDCl3) 

(5 1.45 (s, 9H) 1.45-1.72 (m, 3H) 1.82-1.87 (br. s, 1H) 3.09-3.30 (br.s, 
2H) 3.58 (br.s, 2H) 3.82-3.98 (br.s, 1H) 4.24 (t, J=7.2Hz, 1H) 4.27-4.48 

(br.s, 2H) 4.52-4.59 (br.s, 1H) 7.32 (dd, J=10. 3, 10. 0Hz, 2H) 7.39 (t, J 
=10.0Hz, 2H) 7.59 (d, J=10.0Hz, 2H) 7.75 (d, J=10.3Hz, 2H) 

[0 3 3 7] 

b) \£<*Vl?>— 3—4 t-yj-frz-Xrfr 
lit 2 0 1) 




3 - t - yf + y^^f-^T 5 J tf^ij Vy- 1 -iJ^>WL 9H-7^ 
9-4 frJ^^J-X-Tfr 1. 8 8 g<D^? S -)V2 5 0m 1 ^|Cyx 

>2 5mi zm?L, immmMrcmn\^tzo ms.mmLtz^ mm* v 

;Wc> 15 0ml 3$&V ? ?^>m.l 0 100ml Lfz 0 TkJf £ 5 
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^-v: 166/ 



N7K$Hb± h i; ^ A7X?MTT^^ 9 t£K LT> v ? n n * ^ > l o 0 m 1 "C 2 

IB-fb^O. 7 9 g£t#7^ 0 
lH-NMR(CDCl 3 ) 

$ 1.45 (s, 9H) 1.41-1.53 (m, 2H) 1.65-1.72 (m, 1H) 1.79-1.86 (m, 1H) 2. 
48-2.56 (m, 1H) 2.64-2.70 (m, 1H) 2.78-2.86 (m, 1H) 3.06 (dd, J=12. 0,4.0 
Hz, 1H) 3.48-3.62 (br.s, 1H) 4.71-4.88 (br.s, 1H) 
[0 3 3 8] 

c) 2- (3-7^t^iJy>-l-^V) -3- (2 -f^-=.)V) -5- 
^•^;v-3, 5-^tKn^f5r/ [4, 5-d] t°U^v>-4-^> 

[ft 2 0 2 ] 



2-7nn-5-^f;P-l-b'Jf;v-l, 5-ytKn>f5r/ [4, 5 
-d] tfi; w>- 4 o. o 2 o gisitftf^y v>- 3 -^vt?;^^ 
>m t -rf^f^o. 0 4 0 g Srjur^ m^<t)#h^:t^ 1 5 or-ei 

W&JS £ -££ 0 Rj^yl^-t? £ v 1; tj ^ ;v 77 7 ^ * n v h ^ ^ y 4 - ^ r m m L 
, *K [1- (6-^^-;i/-7-^^rV-6, 7-ytF 

n-lH-^f^r/ [4, 5-d] e'jr/7-2-^f;i/) ^'Jy7-3-^ 
;v] *;V7^7f t --7^;v^^7";i/0. 0 1 6g*#^ 0 £*loo. 00 8 
0g£N, N-'^WW7§KO. 6mll:iiU ^V")A0. 0 
0 3 8 gfeiO f 2-7'f-;V7'nv/f KO. 0 0 3ml 42mx.x MiB.*ei8H#H!8& 

^l/So ssi^iixf ^ 1 m 1 ^ i^xi m 1 mmmzi&ffiLtz 
mm u iRfB^-a-^ 0 . 0 0 4 6 g ^#/;o 





;n-h ho 



H 
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lH-NMR(CDCl3) 

a 1.74-1.80 (br.s, 1H) 1.82 (br.s, 3H) 1.96-2.19 (br.m, 3H) 3.43-3.79 ( 
br.m, 5H) 3.86 (s, 3H) 5.05 (br.d, J=16.0Hz, 1H) 5.23 (br.d, J=16. 0Hz, 1 
H) 8.15 (s, 1H) 
[0 3 3 9] 

^mmi2i 2- (3-7^;^')y>-i-f^) - 5-**)v- 3 - 

(3-**)U-2-7't--)V) -3. 5 -y^ Kn 5 £V [4_, 5-dl tfu 
[<t 2 0 3] 




[1- (6-^^-;v-7-^-^rV-6, 7-yt Kn- 1 H — f 5 *V [4, 5 
-d] t: V ^"v>-2 --f ;v) fcTfJ v>-3 -ii >m t-7 

3-)Vol^7-)1>0 . 0 0 8 0 g^iV'4-7'D^-2-^f;v-2-7T>0. 0 
0 4ml *m^xmkM 12 Ob m^zM&ib&fo 0 . 0 0 3 4 g *%tz 0 
iH-NMRCCDCls) 

S 1.66-1.74 (br.s, 1H) 1.76 (s, 3H) 1.80 (s, 3H) 1.96-2.20 (br.m, 3H) 3 
.20-3.79 (br.m, 5H) 3.85 (s, 3H) 4.90-5.05 (m, 2H) 5.37-5.42 (m, 1H) 8.1 
5 (s, 1H) 
[0 3 4 0] 

UMl 2 2. 7- (2-7*— fr) - I- (2-y7MVy» - 6 

^ V - 8 - (\£s<?i?>- 1 zz±M -6- 7 - y'E Kn - 1 H--7°U >- 2 - 

a) 4- [7- (2-7^^-^) -2-vTy-l- (2-y7/^>^) - 
6-*^V-6, 7-yt Kn- l H-V 01 ; 8 ->f JU] S>>- 1 -* ■ 

;vjK>K t -y^V^.X-rA- 
aJtiE^ 003-3096415 



mm 2003-117927 



^-v> : 168/ 



\it 2 0 4] 



CN 0 



»J9 6 aT*#fc*Lfc4- [7- (2 - -2-^an-l- (2- 

y7/^>y» -6-**V-6, 7-ytKn-lH-7' , J>-8-'f;i/] 
kf^<7 v>- 1 -#;i/sK>BI t-7*fiVxXf;V8mg, Xfc^ h V *j A 
lOmg, N, N-y^f;^iVA7< KO. 3 m 1 OjR-frWSrMift-C 4 H#H3t 

UHE-fb^6. lmg&fco 
lH-NMR(CDCl3) 

5 1.50 (s, 9H) 1.83 (s, 3H) 3.50 (s, 4H) 3.58-3.64 (m, 4H) 4.99 (s, 2H) 
5.74 (s, 2H) 7.02 (d, J=8Hz, 1H) 7.44 (t, J=8Hz, 1H) 7.55 (t, J=8Hz, 1H 

) 7.74 (d, J=8Hz, 1H) 
[0 3 4 1] 

b) 7- (2-f^~)V) -1- (2-y7;^yy» - 6 V- 8 - ( 
1 -4 )V) -6, 7 Kn- l H-y°V >- 2 -1ifrtf=. h U 

Mb 2 0 5 ] 



4 - [7 - (2-r^-;V) -2-y77-l - (2-v7^y^) -6- 
7-ytKn-lH-7*'J>-8-^f;V] ^7y>-l-*W 

MM2 OftmWLfzo RJS&ifcfciftiRU M«:2 0-6 0%^^/-V* (0 

4&5. 0mgt#/S, 




H-CI 



miE# 2003-3096415 



#M 2003-1 17927 



^- v : 169/ 



lH-NMR(DMS0-d6) 

8 1.80 (s, 3H) 3.30 (s, 4H) 3.60-3.70 (m, 4H) 5.09 (s, 2H) 5.60 (s, 2H) 
7.27 (d, J=8Hz, 1H) 7.54 (t, J=8Hz, 1H) 7.68 (t, J=8Hz, 1H) 7.94 (d, J= 
8Hz, 1H) 9.36 (br.s, 2H) 
[0 3 4 2] 

mmm 123. 3- (2- ^±=iM - 2 - (^yy-i-^M - 5 - 

(2-?U\i-)V) -3. 5— ^fc KD-f < VV U. 5-dl tf^^"v>-4 

a) 4- [1- {2-y^=-)V) -7 -**V-6, 7-v£Kn-lH--f 
S*V[4, 5-d] tfu ^>-2-^f ;v] v>- 1 t 

[ft2 0 6] 



MtU-e 3 - (2-~7^-;v) -2- (fcf^9 1 -3, 5-yt: 

Ko^f 5 [4, 5-d] ^'J ^y>-4-t> h U ^^^nl^i^O . 4 

4 8g^)N, N-vV f;l/*;VA 7 5 K 2 0 m 1 ill: h 'J xf ;>7 5 > 0 . 2 

9 9 g, 4-^^w< y tru vyo. 0 2 3 g, jsio^t^-t-rf 
;vo. 6 4 5 g ^n£, 5mmmwLtz^ amit^ y v v*<o 5 ntk-^2 m 

>-=E--y- A 0|&fn7Ki#?£l 0 0ml «|/f £7fcl 0 0 m 1 f 2 EU mt 

*• Y u ^ a £>S£ftJ7]cv§-$ 10 0ml -CflS^T5fe» L > «sBK^ ^ ^y 1 )^ T?&*fe L> 
^ffif^tTto it^y'^WyA^nvF^^y-f-ttilU 
^vfttt^IIU «9 > ^ffl^% 0 . 2 9 8 g £#£ 0 
lH-NMR(CDCl3) 

5 1.50 (s, 9H) 1.84 (t, J=2.3Hz, 3H) 3.41 (m, 4H) 3.63 (m, 4H) 5.06 (q, 
J=2.3Hz, 2H) 8.17 (s, 1H) 9.92 (br.s, 1H) 

[0 3 4 3] 

b) 3- (2-~7^-;v) -2- (^r>'>-l-^v) -5- (2-7°n 




tfifiE# 2003-3096415 



# m 2003-117927 



^-v: 170/ 



tf-;i/) -3, [4, 5-d] H° U >- 4 > Y 

[it 2 0 7 ] 



4- [1- (2-"7^-;v) -7-*^V-6, 

[4, 5-d] fcfV ?V>- 2 --f;v] ^7y>-l-*JV**V® t -T^ 
^XtJVO. OlOgWN, N-y^fi^^75K0. 5ml»Rf 
*')W0. 0 0 5 gi5i^3-7n^-l-^nt°> 0. 0 0 3ml^jJDx.> 
SItl OBfFlt#L^o fiO£«fcIiflfc=-*->l' 1 m U 7jt 1 m 1 *2rax.#ifcU 
*«Jl*»«L5!ftat«:->'^nD^^>0. 5mli3J:O^'J7^n^0. 5 

ana^wo. o 1 1 g*mtz 0 

MS m/e (ESI) 311. 29 (MH+-CF3COOH) 
[0 3 4 4] 

^#1112 4. 2- T3- (2--7^^-;M -4-i^rV-2- (^?y'> 
-l->f;M -3. [4. 5-dl feT *J yy:/- 5 ->f fl/ 

Ut2 0 8] 



4- [1- (2 - 6 , 7 - v t: Kn - 1 H - 4 < ¥ V 

[4, 5-d] fcf'j yw- 2 --f;v] e^9yv-i-*w» t-r^- 

;i/Jc^-r;i/^j:^2-7'n^E^^;i/^>V'-h';;v^ffiv»T^lii^!|l 23b) t 
lH-NMR(CD30D) 

a 1.81 (t, J=2.5Hz, 3H) 3.45-3.49 (m, 4H) 3.66-3.70 (m, 4H) 5.15 (q, J- 





ffifE# 2003-3096415 



mm 2003-117927 



^-v: m/ 



2.5Hz, 2H) 5.62 (s, 2H) 7.34 (dd, J=7.6,1.5Hz, 1H) 7.45 (td, J=7. 6,1.5Hz 
, 1H) 7.59 (td, J=7.6, 1.7Hz, 1H) 7.75 (dd, J=7. 6, 1.7Hz, 1H) 8.25 (s, 1H) 

MS m/e (ESI) 388. 32 (MH+-CF3COOH) 
[0 3 4 5] 

mmmi2 5. 2-17- (2-7^=-^) - 1 -^f-^-e-t^v-B - 

(e^v *J>- 1 -4 )V) -6. 7-yt:Kn-lH--/')>-2-^Vt^ry 
1 ^>X7^ K 
[it 2 0 9] 




4-[7- (2-"7*^^;l/) -2- (2-*;W^^;i/7x/^y) - 1 

6 -*^rV-6, Kn- 1 H-7°'; >-8 —f ^]^7'/>- 

l-*^>St t-rf^f;V5 3. 0g^HJ7Wniil6 0ml 
fc«F#U Ifi^tlHW^L^o ^•ai'2M7j^Mb^h i ;'>A7jc^l 2 
5 0ml*iTU MlKT 1BSMH5 053«$L£o SfeifcJttWfcfcBlk t#<bfr 
^&-feia#^7K. ^^y-^^T^L, 6 OW— WM£i&LmMZit&WZ 4 2 
. 8gWfco 
1 H-NMR(DMS0-d6) 

£ 1.78 (t, J=2.4Hz, 3H) 2.82-2.86 (m, 4H) 3.18-3.22 (m, 4H) 3.36 (s, 3H 
) 4.91 (q, 2.4Hz, 2H) 6.58 (td, J=8.4, 1.2 Hz, 1H) 6.63 (dd, J=8.0, 0.8H 
z, 1H) 7.14 (ddd, J=8.0, 7.2, 2.0Hz, 1H) 7.80 (dd, J=7.6, 2.0Hz, 1H) 
MS m/e (ESI) 422 (MH+) 
T 0 3 4 fi 1 

gjfeMJ 2 6. 7-(2-7'f-;V)-U-y;ifJl/-84^7y>-M)V)-3.7-yl; 
KP7°'J >-2.6-i?*> 

a) 4-[7-(2-r^^;l/)-l,3-v^^^-2,6-v^^V-2,3,6,7-T- h ^ t: Kn-lH- 



ffilE# 2003-3096415 



#M 2003-117927 



^-vl 172/ 



Mb 2 l o ] 



o 



8-^nnft7^ V >4.9g&«£tm^# 'J -7 A5g£N,N-v;< T 5 KlO 

m$L, 7-(2-7f -JV)-8-^ nn-U-yV f t Kn^'J ^-2,6-v^ 

>3. 8g£#/io 2fev>-C|*& tt7^7-(2-^-;i/)-8-^ n n-l, ^;V-3, 7-v* 

t Kn/'J >-2, 6-v t > 1. 8gfe J: yi-k:^? y ;v*'>iiHrf ;vxx f 

>4felfcx^;i,(i:4)»ffi$HBJ: «ffiffc-£-ta.6g 
lH-NMR(CDCl 3 ) 

<J : 1.49 (s, 9H) 1.82 (t, J=2.4Hz, 3H) 3.33-3.36 (m, 4H) 3.40 (s, 3H) 3. 
52 (s, 3H) 3.58-3.61 (m, 4H) 4.88 (q, J=2.4Hz, 2H) 
[0 3 4 7] 

b) 7-(2-r^;v)-i,3-^f : -;v-8-(fc 0 ^7 y>-l->f ;l/)-3,7-S>fc K*7"V >- 
2, 6-v^-> 

Kb 2 i l) 



4-[7-(2-^~;W-l,3-v*^;i/-2,6-v**V-2,3,6,7-T- b7t Kn-lH-y; 
>-8--f;v] tf^^ v>-i-77;i/^>^^Hr^-;v^^x;w2.5g^ h -7;v^-nit 

tt Y)V (75/ ^Tr^MM £ $ tifz v V 77 : M± ~> 'J v TiYJ^Wi NH-DM20 




fcBIEiff 2003-3096415 



mm 2003-117927 



173/ 



lH-NMR(CDCl3) 

(5: 1.82 (t, J=2.4Hz, 3H) 3.13-3.16 (m. 4H) 3.40 (s, 3H) 3.46-3.48 (m, 4 
H ) 3.52 (s, 3H) 4.87 (q, J=2.4Hz, 2H) 
[0 3 4 8] 

2 7. 7-(2-'7"^^;V)-3-^^-;V-8-(^^v> ? >-l-^;M-3.7-v^ Kn 
7L!i >-2.6-y^-> 

a) 4-[7-(2--/^--;v)-3-^^-;i'-2,6-^^^V-2,3,6,7-7 : - h 5t Kn-iH-T*'; 
y-S-4 ;v] tf^7^>-l-*;wjK>^^=^;v^^"r;v 
[iH2 i 21 



3-^;i'3r-9->^l.lg£ N,N-y^f;KtM7< K15mlteiS#U MS** V 
>7 A 1. 0g& J: j;i-7*0^-2-7f >0. 64ml * jjn£ £<, ^.UXmfefflW Ltzfe, S£ 

Tilfei^U 7-(2-yf L ^;W-3-^^-;V-3,7-vt Kn/'J >-2,6-if*>1.3g&ft 
tz 0 ^v^#£ft£7-(2-^~JV)-3-^;v-3,7-^ Knyj >-2,6-^:*>l 
.3g&N,N-v^?-;v*;VAT^ Kl5mHiv#^L, MTN-^nn^^y^^f ^ K0 

.89g*inx.^o ^xsmmmwLfzm, fm^Mzximv, ^zxm&L 

tzo 7Fmco&&mfoi?>ML, Wmx.T-A'texmfrL, 7-(2-:7*^;V)-8-?n 
n-3-^f;H7-vt Kn^'J V-2,6-^*^l.lg*#fc 0 £ h \z%h titz7-(2- 
7f-;V)-8-^nn-3^f^-3,7-yH Kn^V >-2, 6-v** >1.4gi3 J: tfl-lf 
^TV ? >^;V^>^=r^;v^^7^^2.8g^l50 , C^-C 1 HI11#L/: 0 M?m 

K^Ltz^ frttzxmmu «w**, i&fn^Tfc^-c^L, it 

t7l.lg£#£o 




ailiE# 2003-3096415 
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^-vl 174/ 



lH-NMR(CDCl3) 

d: 1.49 (s, 9H) 1.82 (t, J=2.4Hz, 3H) 3.35-3.37 (m, 4H) 3.47 (s, 3H) 3. 
58-3.61 (m, 4H) 4.85 (q, J=2.4Hz, 2H) 7.73 (s, 1H) 
[0 3 4 9] 

b) 7-(2-y^^;v)-3-^ 7- ;i/-8-(if^9 "Jy-i-4 ;v)-3,7-yt Kn^j >-2,6- 
[iL2 1 31 



4-[7-(2-7'f-;l')-3-^ f ^-2,6-y t^y-2,3,6,7-f h 7 1 Kn-IH-^U >-8 
-^;v]t°^^^>-i-*;v^>m^H^;v^x-r;v^^v>-c^|»J 1 2 6-b)t 

lH-NMR(CDCl3) 

<J: 1.82 (t, J=2.4Hz, 3H) 3.02-3.05 (m, 4H) 3.37-3.39 (m, 4H) 3.48 (s, 3 
H) 4.85 (q, J=2.4Hz, 2H) 
[0 3 5 0] 

12 8. r7-(2-^-;W)-3-^^;V-2.6-v^-^V-8-(li^7V>-l-^ 

;v)-2.3.6.7-t- h ^fc: Kn-7"U V ]} y^j-uw 

UH2 i 41 



4-[7-(2-rf L -;i/)-3-^^-;W2,6-^^^V-2,3,6,7-T- b 7 Kn-iH-7'; >-8 





{±\1E# 2003-3096415 



#M 2003-117927 



^-v: 175/ 



MS m/e (ESI) 375 (MH+-CF3COOH) 
[0 3 5 1] 

mmmi 2 9. 7-(2-^^;i/)-i-(2-j.h^'>j:^-^)-3-^^^-8-(bf^^s; 

^/) -3. 7-yfc Kp-/' ) >-2.6-i^> h 12 7^tnjfejj 
[1L2 1 51 



MS m/e (ESI) 375 (MH+-CF3COOH) 
[0 3 5 2] 

Ili 13 0. 7-(2--7^^;M-3-^ ^-;V-8-(H 0 ^-7^ >-l->f ;V)-l-(2--7'P tf 

-;M-3.7-^ n Kn-/') >-2.6-^> V ]} zik±PBM^ 
[4b2 1 6] 



[0 3 5 3] 



MS m/e (ESI) 341 (MH+-CF3COOH) 
[0 3 5 4] 

SiiMi 3 1. 1.7-bfX(2--r-f-^Jl/)-3-j?<^-Jl/-R-(e^7y>-l-^;^-3.7- 





tHSE# 2003-3096415 



!$m 2003-117927 



^-v: 176/ 



[ft 2 1 7] 



O Q 

O^N^N s — ' F F 



MS m/e (ESI) 355 (MH+-CF3COOH) 
[0 3 5 5] 

till 3 2. r7-(2-7'^~;l/)-3-^JV-2.6-v^y-8-(fcf^7 y>-l->f 

;v)-2.3.6.7--r b 2 Kn-ru >-i-^f y -b h = h !J jk hJj 2Jk±Pgjgtga 
[ ft2 1 81 



MS m/e (ESI) 342 (MH+-CF3COOH) 
[0 3 5 6] 

^MU 3 3. 7-(2-^f--;V)-l--x^jV-3-^^;U-8-(tf^vv ? >-l-^;V)-3 
[iH2 1 9] 



3^ft.x^;v£JBv>T*»!!l 2 8 ^WIL, SSBft^fc&fco 
MS m/e (ESI) 331(MH+-CF 3 C00H) 
[0 3 5 7] 

lilU 3 4. 7-f2--7^-;i/)-3-^^-;v-i-r(2-^-^r v-2--7^-;M.x^;H- 





tbiE# 2003-3096415 



#11 2003-117927 



^-v! 177/ 



[ft 2 2 0] 




MS m/e (ESI) 421 (MH+-CF3COOH) 
[0 3 5 8] 

^jfej£Q 3 5. 7-(2-7*-JU)-l-[2-U-? uuy x.-)V)-2-**VJL*}\s'l-3 
-^f;v-8-(e^7y>-M;v)-3.7-yt: Knyj >-2.6-v^-> h2L2Jk±M 

mm 
[ft 2 2 1] 



MS m/e (ESI) 455 (MH+-CF3COOH) 
[0 3 5 9] 

m WM 13 6. 7- (2- -7"^- ~ 2k) -3- ^ £ ;V-1- (2-7x^ v J.^ ;M -8- ( ^ 

v'>--l-^;v)-3.7-v^ Fp-7°'J >-2.6-v^-> ij Zik±nj|M^ 
[ft 2 2 2 ] 





2-7x 



r 'n = K^^t»l 2 8 ^It:ilt, ^iBft-^tf 



MS m/e (ESI) 423 (MH+-CF3COOH) 
[0 3 6 0] 



mSE# 2003-3096415 



Wm 2003-117927 



^-v: 178/ 



Ltfc 2 2 31 



MS m/e (ESI) 418(MH+-CF 3 C00H) 
[0 3 6 1 ] 

mffiM 138, 4-r7-(2-^^;V)-3-^^;W2.6-v^-^V-8-(e^vv^-l- 

^;v)-2.3.6.7--^ h 9 b Kn-7'ij >-i-^;k^^-;v1^#if ^^;v^^7"jV V 

UH2 2 4] 



4-(7*n-^^^-;v)^J^Il^^-;i/jn.^T-;w^ffiv^-c^i&Ml 2 8 «!: TO K^yg 

MS m/e (ESI) 451 (MH+-CF3COOH) 
[0 3 6 2] 

mmm 139, 3 -r7-(2--7^-;p)-3-^^;v-2.6-^^-^v-8-(^^7v^-i- 

^;M-2.3.6.7-^h-7t: Kn^'j >-i->f +)V\&M&m* ^)V^.7,y-)V ^ 
L 012 2 5] 



N 






2003-3096415 



# il 2003-117927 



^-v! 179/ 



MS m/e (ESI) 451 (MH+-CF3COOH) 
[0 3 6 3] 

mmmi 4 0. 7-(2--7°^-—)V)-3-*?-)]s-l-(2-y^~)l'^^)l<)-&-(}£'< ; 7 v 
>-l-Y;M-3.7-v b: Kn-7°U >-2.6-v^> h 'J 7 uBfcilil 
[^ 2 2 6 ] 



(2-7*n^x.?-;v)^>^>£fflv>T||»!l 1 2 8 t |Wp|f IC^SU #ffi^%^ 

MS m/e (ESI) 407 (MH+-CF3COOH) 
[0 3 6 4] 

mm.M 14 1. 2-r7-(2--7^^;M-3-^^;W2.6-y^^V-8-(^°^-7 ^>-l- 
-T ;u)-2.3.6.7-t- h z £ Kn-/') >-i-^;t/l-N-7^-;t^T-fc LZ-Lii hiiJZ 

[-fK2 2 71 



4-[l-# ;V^^r v ^;V-3-^ ^;V-7-(2-7"^--;l')-2, 3, 6, 7-T" b 

^t: Kn-iH-y; >-8--f ;v] e^7v>-i-^;v^>^SHrf-;v^xx;v25mg 
f7tKo7 7>lnin:j#j!|U T-^^S^U 1, I-* frtf=.n,*J<( 5 /V* 
-;i/9mgi3 i ^ f 'J xf ;vt 5 >8/< 1 ^toi, 60*Cl?5B#K^# Lfco WM^)^ 

V 7;v^nI^^«rffl^/iHPLC^TfflMt, Igf5^%2.74mg£#7t 0 





ttilE#2 003-3096415 



#M 2003-117927 



: 180/ 



MS m/e (ESI) 436 (MH+-CF3COOH) 
f 0 3 6 5 1 

mWMl 4 2. 7- (2-* h ^r~>-7^^;V)-l.3-v^^;W8-(l:^^v>-l-^;vU 
3.7-vfe: Knyu >-2.6-v^> V ij 7 ju*ujfej&jts 

a) 4-(l,3-v^;V-2,6-v:*3rV-2,3,6,7--r Kn-lH-7°'; >-8--f ;V) 



8- ^ n n t- :* "7 V > 3 . 5g t e 1 7 V > -1- ii ju > MB= 7*7- )vx. 7s 7 ;v 1 1 . 69 
g£rl-£-uio° CT% *««3$L/im, r^^k *£T#*U Wfife 

BfrfrfcJRLfco iixf;W:TMt, 4If24b^3. 65g£#fc 0 
iH-NMRCCDCla) 

1.48 (s, 9H) 3.38 (s, 3H) 3.54-3.57 (m, 7H) 3.66-3.69 (m, 4H) 11.58 
(s, 1H) 
[0 3 6 6] 

b) 7-(2-^ f ^fy 7 x-;i/)-l,3-'7^ f JV-8-(t>7 y >-l-^f ;V)-3, 7-y t K 
u 7° V >-2, 6- ^- v h y "7 ;v * n ffl-WM. 
[it 2 2 9] 



4-(l, 3-y^ f ;i/-2, 6-y t ^ V-2, 3, 6, 7-7 > 7 t Kn-1H-7*V >-8-f ;u) k? ^ 
g^ ftSNH(II) lOmg^ ^tKt- h 5 Fn -7 7 >0. 5mHr tfA,^ U kfVv^O.l 



[ft 2 2 8 ] 
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^-V : 181/ 



^f^77^- KTflHR U 53mg£#7t 0 
1 H-NMR(CDC1 3 ) 

5: 3.05-3.20 (m, 4H) 3.29 (s, 3H) 3.50-3.51 (m, 7H) 3.81 (s, 3H) 7.04-7 
.07 (m, 2H) 7.26-7.30 (m, 1H) 7.47 (dt, J=2.0, 8.0Hz, 1H) 
MS m/e (ESI) 371 (MH+-CF3COOH) 
[0 3 6 7] 

5feftftflHl 4 3. 7-(2-v7;7x^;M-1.3-v7f;M-(tf^7 y>-l-^f;V)-3 
. KP 7l2J >-2. 6- S J± > ^7 uwmm. 

a) 4-[7-(2-^;V5 ;^7^^;v)-l,3-v^^-;V-2,6-v^-^rV-2,3,6,7-T- Yy 
t: Kn-iH-y; >-8-^;i/] v>-l-7j;v^>mBH7'^;vai^7";i/ 
Mb 2 3 0 ] 



4-(l,3-v^^;i^-2,6-v ? ^^V-2,3,6,7-7 : - b7t Kn-iH-y; >-8--f ;v) fcf^ 
•7^>-l-7>;i^^>'^^H-7^^^^-r;V226mg> 2-*^5^7x-;wf n >M20 
Omg, S^mira (ID 200mg£ , MfcT h ^ t: Kn7 7 >5mlte if A, : M U H° y ^ >0. 

S^m^^;n:iv#ai^®J: i9> fHfMb^51mg£ 

1 H-NMR(CDCl3) 

d: 1.42 (s, 9H) 3.10-3.14 (m, 4H) 3.25-3.34 (m, 7H) 3.60 (s, 3H) 7.53 ( 
dd, J-1.2, 8.0Hz, 1H) 7.63-7.67 (m, 1H) 7.73-7.78 (m, 1H) 8.02-8.04 (m, 
1H) 9.86 (s, 1H) 
[0 3 6 8] 

b) 7-(2-->Ty 7x^;v)-l,3-^^f;v-8-(fc 4 ^7 S»-l->f Kn 
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182/ 



[ft 2 3 1) 




4-[7-(2-*;V5 JV7x-;H-l, 3-v^^-;V-2,6-v^ 3rV-2, 3,6,7- T h7t Kn 
-lH-^ 1 ; v-8-^;v]tf^7^>-l-^;i/^^^=^;v^^-r^l3mg, Kn 
^rv;VT ^ >iimialOmgl:^^y-;HmK 7K0.2mHC^t, f^SI* V * AjfrlO 

6l?:iEEiiU 4-[7-[2-(t Kn^y/f ;V)7x^;V]-i,3-y^ 
f-;V-2,6-v^-^V-2,3,6,7--r h7t KU-IH-T"^ >-8->f ;V] tf ^7 v >-l-7J 

U h 'JxW5 >l?jO.05mK ^^>^^7t-^n'J K0.05ml ^rjJDx.^ H 
i&£T0.5I$ra8l#Lfc«, U ai^h^^tnifCiiU ft 

«Lfco n v > ^*7 7 ^ -Ctffill, iMBft£1&4.14 
mg£#fc 0 

MS m/e (ESI) 366 (MH+-CF3COOH) 
[0 3 6 9] 

, 7-*J M. Kny° ij >-2. 6- v ± > fc ij -7 2k ± Biafctt 

[ft 2 3 2 ] 




1 



* 'J ")AiE7 b ^ v K9mg£ 7- h7fcKD77>lml C#fi¥ U ^f;H'J7i 
^;V7t77t-7A7'n ^ K31mg«rip£, ^iBKT30#«#Lfc e 4- [7- (2-* 



tBSE# 2003-3096415 



mm 2003-117927 



<*-*J: 183/ 



;v x - ;v)-l, 3-y ^ f ;V-2, 6-y t V-2, 3, 6, 7-f f 7 t Kn-m-rv > 

;v] tf^9 v>-l-^^jK>^^H-7^;V^^T-;V20mg<^T- h 5t Kn7 5 
> lml A. Mia^riNFK«#L7to BU&WLiW&tx-V-MZXl&BlL* 

*§U 4-[7-(2-e^;V7i^-;V)-l,3-v^^;i/-2,6-^^^rV-2,3,6,7-^ h y 
Kn-iH-7 91 ; >-8->f ;v] fcf^? v >-l-# ;v**>a§iH7*f ;V .x* T-;l/40mg#£ 

^7^77^- CtiH U «HB-fb^4. 38mg^#7to 
MS m/e (ESI) 367 (MH+-CF3COOH) 
[0 3 7 0] 

MWm\ 4 5. 7-(2-^ n n 7x-JV)-l,3-y ^fjl/-8-(^7v >-l-^f 
. 7- 2 ^ K n -7° |j >-2. 6- 2 ± > 

a) 7-(2-^ on 7xr^)-i,3-yV f ;V-3,7-y't Kd^'J >--2,6-v*> 
[lb 2 3 3 ] 



•r * 7 * U >510mg, 2-^DD7x^ ;l/#n >@£ i g , f^uo (n) 220mg£N, N-v 
7to RJfc^Srf^x^WCTiWU 30%T>^e^T7K^T^?#L7to 

iH-NMRCCDCls) 

<?: 3.72 (s, 3H) 3.68 (s, 3H) 7.43-7.51 (m, 3H) 7.57-7.60 (m, 1H) 7.68 ( 
s, 1H) 
[0 3 7 1] 

b) 8-^ n n-7-(2-^ d □ 7 x-;V)-l, f ^-3, 7-y t Kn y'V >-2, 6- 
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^-v! 184/ 



[ft 2 3 4] 




7-(2^nD7x-;V)-l,3-y^f ;W3, 7- v t: K n y° 'J > -2, 6- v * > 138mg, N- 
*nn** W 3 K78mg£, N,N-yVf;^^7 5 Klml£»t^U fSt 

[0 3 7 2] 

c) 4- [7- (2-? no7x-;v)-l, 3-v^< ^-;V-2, 6- 5?** V-2, 3,6,7-fh7t 
Kn-lH-yv >-8-^f;W] tf^^v^-l-^^^^^Hr^^Ji^T-^ 
[ft 2 3 5 ] 



8-^ n n-7-(2-^ a n 7 3-y f ;H 7-y t KD^'J >-2,6-v**> 

142m g> tf^^ v>-l-^;V^>-ll^H^;i/i^x;V500mg^rI^tl50 o Ct?. 4 

^wa#Lfe^ t^^^K kt^u *T?«b^L, mmm^M^mm^^ 

tJl43mg£#£ 0 
1 H-NMR(CDC1 3 ) 

1.43 (s, 9H) 3.21-3.23 (m. 4H) 3.30 (s, 3H) 3.31-3.35 (m, 4H) 3.58 ( 
s, 3H) 7.42-7.51 (m, 3H) 7.55-7.57 (m, 1H) 
[0 3 7 3] 

d) 7-(2-7 n n 7 x^;i,)-i, 3-->V f v>-l--f ;l/)-3,7-yt Kn 
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^-v: 185/ 



lit 2 3 6 ] 




4-[7-(2-^ n n 7 x-^)-l, f ^-2, 6-v t V-2, 3, 6, 7-f h ^ t: Kn-l 
H--7°i; >-8-^ ;V] tf^^-^>-l-^;i/^>@|0=^;u^XT-;HO2mg^ h 'J 7 )l< 

*u%m5muzmmL, mu^x30^imLtz o mmz^Ltz^ mm^m-^ 

^ 9:1 ^I2-fb^l09mg^#/io 
lH-NMR(CDCl3) 

d: 2.77 (dt, J=l. 6, 4.8Hz, 4H) 3.24 (t, J=5.2Hz, 4H) 3.30 (s, 3H) 3.58 
(s, 3H) 7.41-7.44 (m, 2H) 7.48-7.51 (m, 1H) 7.55-7.56 (m, 1H) 
[0 3 7 4] 

gjjfflj 4 6. 7-(2-^ n P 7 x ^J^)-3-> f JV-8- ( ^7 y 7- 

a) 7-^>v;V-3-^^;^-3,7-v t \?u*?V >-2,6-v>> 
Wfc 2 3 7 ] 



3-^;i^^>^>2.882g£N,N-vV^;i/*;i/AT5 K40mHc^g U #tM# V 

j^^k-c^u m-mm^xm^-Ltzo t/fmL/^ii^iiu fttxf^ 

iH-NMRCd^-DMSO) 

*: 3.32 (s, 3H) 5.42 (s, 2H) 7.27-7.35 (m, 5H) 8.21 (s, 1H) 11.13 (s, 1 
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^-vl 186/ 



H) 

[0 3 7 5] 

b) ^^WnetvK 7-^>v;V-3-^^;V-2,6-v^^V-2,3,6,7- 
[<b2 3 8] 



y >? ;p _3_ ^ ^ ;v_3, 7_ v K n -f U ^ -2, 6- 9 J Jr >3 . 18g £ N, N- v f - ;V * ;i/ 
K40ml KMffl t> #t@£# 'J * A2. 6g, ^ n n ^ f^e^l/- h 2. 15ml 

40° cKxmikmwLfzo RB&zmi^MzxfttiiL. m-mm^rmwr 

lH-NMR(CDCl3) 

5:1.19 (s, 9H) 3.58 (s, 3H) 5.48 (s, 2H) 6.04 (s, 2H) 7.32-7.39 (m, 5H) 
7.58 (s, 1H) 
[0 3 7 6] 

c) 2 ) 2-v^^;W7 0 nt°^>^ 3-^;U-2,6-^:**V-2,3,6,7--r h 9^ Kn 
[it 2 3 9 ] 



2,2-> ? *^;i'-7 0 n t?:*->Bfc 7-^<>v;V-3-^^;V-2,6-v ; ^^V-2,3 > 6,7-7 : - h 7 
t KD7°'J >-l— f ;V^^;V-x^x;V4.26gfri^^l00mHC?#^L, 10%^ A 




o 



o 
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^-v: 187/ 



lH-NMR(CDCl 3 ) 

8: 1.19 (s, 9H) 3.66 (s, 3H) 6.12 (s, 2H) 7.86 (s, 1H) 
[0 3 7 7] 

d) 2,2-v^^;W-7 , at:^>m 7-(2-^D7x-;b)-3^fJV-2,6-^t^v 
-2,3,6,7-ff7t: Kny; >-l->f fr* ^-)\,x.*7-)l> 
Ut 2 4 0 ] 




i 



2,2-y7fJV^net>i 3-^ ^;U-2, 6-v^-^r V-2, 3, 6, 7-x F7tKn^ 
[0 3 7 8] 

e) 8-^ n u-7-(2-^ nn 7 x-;v)-3-^ f ^-3,7-v'Ii Knyv z/-2,6-*J* 
[ft 2 4 1] 




i 



2, 2-v^ f;v-7°n \£* >M 7-(2-? u u 7x-Jl/)-3-> ^;V-2, 6-y't^V-2 
,3,6,7-7- h7fc Knyy >-l--f ^-;v^T-;H44mg&^ * / -;V2mU 7 h 
7tKD77 >lml£»»U TMtftT" h y A20mg£ijn;L> Mfc-CiHHfcfti* 

-x^A-oi— -f^Wcr h 'Jfxlz-fys >L, 7-(2-7DD7x^;v)-3-^f ;W 

3,7-v^t Kn^'J >-2,6-v*> 72mg=Sr#7^ 0 iO^HN-^^ 

5 KlmlfcigflSU N-7nn^^y7^ K35mg£Dn££ 0 £fflKT*££«#L 
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^-v! 188/ 



lH-NMR(CDCl3) 

«?: 3.59 (s, 3H) 7.42 (dd, J-1.6, 7.6Hz, 1H) 7.47 (dt, J=1.6, 9.2Hz, 1H) 
7.54 (dt, J-1.6, 7.2Hz, 1H) 7.61 (dt, J=1.6, 7.6Hz, 1H) 7.93 (br, 1H) 
[0 3 7 9] 

f) 4-[7-(2-^ o n 7 x - jV)-3-^ f J1/-2, 6-y t ^ V-2, 3, 6, 7-r h5t: Kn- 
[lfc2 4 2] 



8-^ n d-7-(2-^ n n 7 x-;v)-3-^ f iV-3, 7-y t Knyj >-2, 6-v:* >58 
mg> l-dH^^y*^-^) v>150mg*rI^-L. 150° CKXmfflm 

nv^77^ t:tii u S£@&^;w#ffi^m x o , tif£^tf44mg£#£ 



lH-NMR(CDCl 3 ) 

d: 1.41 (s, 9H) 3.17-3.24 (m, 4H) 3.25-3.41 (m, 4H) 3.53 (s, 3H) 7.41-7 
.51 (m, 3H) 7.55 (dd, J=2.0, 7.6Hz, 1H) 7.66 (br, 1H) 
[0 3 8 0] 

g) 7- (2-^ n n 7 x - -3-^ f ;i/-8- ( 7 y ;v) -3, 7-y t Kny 

V >-2, 6- v * >f'j7;vt 
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Ut2 4 3] 




4-[7-(2-^ n n 7x^;v)-3-> ^^-2,6-7^^7-2,3,6, 7-f h^fc Kn-iH- 

> ^IB<b^3.86rag^t#/io 
MS m/e (ESI) 361 (MH+-CF3COOH) 
lH-NMR(CDCl3) 

S: 2.76 -2.79 (m, 4H) 3.23-3.26 (m, 4H) 3.53 (s, 3H) 7.40-7.43 (m, 2H) 
7.48-7.53 (m, 2H) 
[0 3 8 1] 

Ml 4 7. r7-(2-^nn-7^-;i/)-3-^^;i/-2.6-v^-^rV-8-(H°^v> ; > 
-M;v)-2.3,6.7-f >7ti Kn-7°u >-l-^;vlife^^^-;vjL^^;v h v 7 ;u 

2 4 4 ] 



4-[7-(2-^ n n 7 x-^)-3-^ f J^-2, 6-y t + 7-2, 3, 6, 7-f h 9 H Kn-lH- 
;v*;VA75 KlmlK&JBU ^n^If^ fM). lmk Jsitm# 'J 9 AlOmg^jtJDx. 

-i:tflt, *Iffi^t/8.79mg£#£o 
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MS m/e (ESI) 433 (MH+-CF3COOH) 
[0 3 8 2] 

till 4 8. r7-(2-^nn-7 x_;V)-.'i-^iV-2.6-yi^V-8-(^7y> 
-1-^)-2.3.6.7-t- b Kn-7°'J >-i--f;vlT-b h ~ l> *j ;w b ij 7;v^-n 

mils. 

[ft2 4 5] 



[0 3 8 3] 

mmmi 4 9. 2-r7-(2-^nn^^^;^)-3-^^;V-2.6-v^^rV-8-(^^v 
Hb2 4 6] 



4_[7.(2^Dn7x-;i/)-3-^fn 6-^*^-2,3, 6, 7- x h 9 t: Kn-lH-7 9 
1; ;V] fcf^ v^-l-^^^^^HT'f-^^^x^lSmgtr^N-^^ 

^U7^ KlmHcflSMfc U ^n-tr-fe h V ^O.lmK jpt^# U ? A10mg£ M 

£ T-fe h - h 'J ;Hml U b U f;Vy V ;W ^ v K0. 05ml fcflnx. fc„ £ 

^W#:^n-7 -H-Cffi^t. [7-(2-7nn7x^;V)-3-^fn6- 

v^-^y-8-(H°^9 v^-1-^;V)-2,3,6,7-t- f7t Kny; > _i-^;v]_r-fe 
h - > 'J -7;v^nl^l7.43mg [MS m/e (ESI) 400 (MH+-CF3COOH) L [7- 
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^-v: 191/ 



(2-^nn7x-;i')-3-^f ;w-2, 6- v 3- ^ v -8- ( tf ^ 9 v > -l- ;v) -2, 3, 6, 7- 
Th7tFn7' , J >-l--T ^]-7-bh7< K h V 7 fr* nf£BS&3. 71mg [MS m/e 
(ESI) 418 (MH+-CF3COOH)] £t#fc 0 
[0 3 8 4] 

&mmi 5 0. 7-(2-» n n 7x^;i/)-3-^ »A/-l-(2-7 x »f n/)-8-(e^9 
i?>-i-4 l-VM Kp7') ^-2. 6-v ± > LU Zik±PBM^ 
Mb 2 4 7 ] 




2-7xW7'n^ K£ffl^T> %im\ 1 4 7 h Ib^^M U ^ffilfc^Sr 

MS m/e (ESI) 465 (MH+-CF3COOH) 
[0 3 8 5] 

^jfcMJ 5 1. 7-(2-^ nn 7 x^jv)-3-^ f ;v-i-(2-t ^rV-2-7 x-;i/xf 
;i/)-8-(ti 0 ^^^>-i-xf ;j,)-3.7->>'fc: Kn7') >-2.6-v^-> b 'J yjvj-um 

mm 

Ut 2 4 8 ] 




1 



7xty^7n< K£ffiv>T, ^ j!m 1 4 7 i: mm^$m U WMit^^n 

tZo 

MS m/e (ESI) 479 (MH+-CF3COOH) 
[0 3 8 6] 

3g«!ll 5 2. 7-(2-^ f 7 xr:;V)-3-^ f JV-8-( b°^7 y >-l--f ;V)-3 
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192/ 



Mb 2 4 9 ] 




i 



MS m/e (ESI) 476 (MH+-CF3COOH) 
[0 3 8 7] 

mWMl 5 3. T7-(2-^ 7 x - ;^)-3-^ f 6-y t 7-8-( 1:^7 y 

>-l_^;y)-2.3.6.7--r h Kn^ij ;H 7-b h = b 11 >± hlLZJLi: 

Hb2 5 0] 




1 



[0 3 8 8] 

MfcgQ 5 4. 2-f7-(2-^ h^r->-7^-^;V)-3-^^-;i/-2.6-v^-^V-8-(bf^v 
v?>-l-^;t,)_2.3.6.7--r Kn-7°'J y-l-^f;HT-b hT^ K F')7;^ 

[lb2 5 1] 




4-[7-(2-^ f ^y 7 x-^)-3-^ f ;K 6-y>^7-2, 3, 6, 7-f h 7 t KO-1 
H--7 01 ; ^-S-^^l^^^^^-l-^^^^gtllH^^i^T-^^fflv^T. I^ife 
-IMI 1 4 8 . 14 9 fcR&K&SU [7-(2-P< f^y7xZ]i/)-3^f^2,6-y 
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* ^y-Z-i^sty *jy-l-y[ )V)-2,3,6,7-T V yt VU7°V )V]T-t V- 

YV )VYV7)V*u^m& [MS m/e (ESI) 396 (MH+-CF3COOH) ], 2- [7- (2-^ 
*y 7 -3-^ f - )V-2, 6- v * * V-8- ( y V )V)-2, 3, 6, 7-<f h 7 t: 

Kn -7° U >-W ;v] T-b h T 5 K h V 7 nfl^jt* [MS m/e (ESI) 414 (MH+- 
CF 3 C00H)]£#7to 
[0 3 8 9] 

mmmi 5 5. 7-(2-* fjpv7x-^-3-^f;M-(2-t^V-2-7x^;vx 
^-;v)-8-(ti°^^v>-i-^;v)-3.7-vti Knyij y-2.S-V* > h-LLZik±n 

[ft: 2 5 2 ] 



4_[7_(2_p( h ^ y 7 x - ^)-3-^ f ;v-2, 6-y t V-2, 3, 6, 7-r h ^ t: Kn-lH- 
7>i; >.8-^;V]ii^7y>-i-*^*'>iiH7'f;i/X7f;i't2-7'D^7-b h 

7o.y>^ffl^T, mmmi 4 7 tisiiiMsu tgffi^«#£o 

MS m/e (ESI) 475 (MH+-CF3COOH) 
[0 3 9 0] 

^j&jgQ s 6. 7- (2-^ h^r'>-7^-;v)-3-^^;u-i-(2--7.x^;v-x.^;i/)-8-( 
Mfc 2 5 3 ] 



4-[7-(2-^ h y 7 x - jV)-3-^ f ;V-2, 3, 6, 7-r f7t Fn-lH- 
7 , 'J>-8-'f;v]tf^7y>-l-* ;v > -7*^ ;v ^ 7; f- jv t (2- 7* n ^ ^ ;u 

)^>-*f>£ffiv>T, m»!ii 4 7 trawls u mmt^m^tzo 
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MS m/e (ESI) 461 (MH+-CF3COOH) 
[0 3 9 1] 

rnmm 15 7. 7- (2- tr ~ ;v -7 x - )V) -3- ± jk=Sz ( £g ^ v >-i-^f ;M -3. 7- 

a ) 4-[7-^>> ? ;v-l-(2,2-v^ f^^n If vp? ^;i/)-3-^ ^;V-2,6 

-yi4y-2,3,6,7-fh7H Kn-lH-7 0l J ^-8--T ;V] 9 W-\-iJ )Vi$yWL 

[ft 2 5 4] 




2,2-^f;V7 p nfc»t 7-^ > ^-3-^^-2,6-^^-2, 3, 6, 7-7" h 
7 *: Kn^'J )V^^)VJL^y-)V^m^Xs MMW 1 4 5e), f) £RItifc£ 

Mil, «tBft^£*#fco 

[0 3 9 2] 

b) 4- [1- (2, 2- v> ;V ~?u M * — ;V ^- 3=- v ^ f - )V) -3- ^ ;V-2, 6- v 
[ft 2 5 5 ] 




4_ [7_^ y >f (2, 2- S> ;* ;V 7°n fc? - * 1/ * *f- )V) -3- ^ f-JV-2, 6- v 
t^V-2,3,6,7-7 h7H Kn-1H-7"D >-8-^T ;V] k?^7 S J frtf>W. H 

= ^;ViXx;V2.227g^^mi00mHC^j#t. 10%^ 7 v 7 A^lg* £Q;i> tK 

%1.89g^#7t 0 
lH-NMR(CDCl 3 ) 
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^-■5>: 195/ 



d: 1.09 (s, 9H) 1.41 (s, 9H) 3.36 (s, 3H) 3.37-3.42 (m, 4H) 3.45-3.50 ( 
m, 4H) 5.82 (s, 2H) 
[0 3 9 3] 

c) 4- [1- (2, 2-*J * =f- )V y°u \£ Or — )V Or * =/ * f- )l>) -7- (2- fcf - )V y jl ~ )V) -3- 
^■f-^-2,6-^*V-2 f 3,6,7-7 L 1*912 Kn-lH-7* 1 ; >-8-^f /I/] fc?^? v ^-1- 

Hk2 5 6] 



4-[l-(2,2-^^Wn^t-^*^^f^)-3-^f ^-2, 6- v * * V -2, 3, 
6,7-x Yy\L Kn-iH-"/ 1 ; >-S-4 )V] i="/f^x^ 
x^^ffl^-C^^lJl 4 3, il^ll 4 4 fcHflUcgfeSU SHEft'frWfcWfco 
lH-NMR(CDCl3) 

5: 1.15 (s, 9H) 1.58 (s, 9H) 3.18 (br, 4H) 3.30 (br, 4H) 3.58 (s, 3H) 5 
.32 (d, J=11.2Hz, 1H) 5.75 (d, J=17.2Hz, 1H) 6.39 (dd, J=10.8, 17.2Hz, 1 
H) 7.34 (dd, J-1.2, 7.6Hz, 1H) 7.40 (dt, J=1.6, 7.2Hz, 1H) 7.46 (dt, J=l 
.6, 7.6Hz, 1H) 7.69 (dd, J=1.6, 8.0Hz, 1H) 
[0 3 9 4] 

d) 7-(2-lf-;V7x-;v)-3^f^-8-(e^5v'>'-M;v)-3 1 7-v ! t Kn^'J 
[ft 2 5 7] 



4- [l- (2, 2- v ^ *f- ;v -fu e ^- - ;v * * *> * -7- (2- t*-;v7xz;v)-3-> 
^;V-2,6-^**V-2,3,6,7-7- h 9 b Kn-iH-T 1 ; >-8--f ;V] V2°^ 9 ^ >--!-# 
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i*y'J^y;v*9A^nv>777-f --Ki-CHMftU ^*-9-> 11*^^3: 
2i§ffi5Mi<£ *K 4-[3-^ f;V-2, 6- v t V-7-(2-e^^ 7 x^;V)-2, 3, 6, 7-f 
b7t Kn-lH-7' 1 ; >-8--f ;v] tf^7 y>-l-^Kf>fiE7f;Vx7f ;H08 

lH-NMR(CDCl3) 

(J: 2.73 (t, J=5.2Hz, 4H) 3.19 (t, J=5.2Hz, 4H) 3.54 (s, 3H) 5.32 (dd, J 
=1.2, 10.8Hz, 1H) 5.74 (d, J=0.8, 17.6Hz, 1H) 6.41 (dd, J=10.8, 17.2Hz, 
1H) 7.33 (dd, J=1.2, 6.0Hz, 1H) 7.38 (dt, J=1.6, 7.6Hz, 1H) 7.45 (dt, J= 
1.6, 7.6Hz, 1H) 7.68 (dd, J=1.6, 8.0Hz, 1H) 
[0 3 9 5] 

fill 5 8. 7-(2-^nn-7ji^;v)-3-x^;i/-8-(tf^^^>-i-^;v)-3.7- 
y'K Kn7'J >-2.6-v^-> h ii Zik±PflM^ 
a) 2-T 5 y-7-^>v;l^-l, 7-vt: Kn^'J > 
LiL2 5 81 



^7/-> >100g<9>^ fiVX;V7 K500mUR?Rifcl::Mi&"C y < > 7'n =• 

KlOQml U # *tfc^ift'fi**SiftTMI$IH*# L fto $ h K*&Bfe25 

#Lfco */rmLfc|j!i H B H £dP£U ^^y-;vtr^o^60t:T-24B#rMM.^L 

lH-NMR(d6-DMS0) 




H 



tBSE# 2003-3096415 



43MK 2003-117927 



^-v: 197/ 



5.23 (s, 2H) 7.32-7.42 (m, 5H) 8.92 (s, 1H) 
[0 3 9 6] 

b) 7-^ y V 7- S J tKD^J> -2, 6- v * > 
[ft 2 5 9] 




H 

2-7 < J -7-^ y -J , 7- v t: KD"/ ' j y-6-*y 88g<?>H1^320ml t 

7)c32mlc7)Sfe5l^?W*110 o CHT10^rB^ 50^^10^^^ Lfc^ £0£JSS 
h U ^A12.88gO*?§tft32ml*50 , CJCT*9)o < *9 t|TUo # 

feft£-^4.27g£#£ 0 
1 H-NMR(d6-DMS0) 

S: 5.39 (s, 2H) 7.27-7.35 (m, 5H) 8.11(s, 1H) 10.86 (s, 1H) 11.57 (s, 1 
H) 

[0 3 9 7] 

c) 7zsyV [7-^> v;i/-3-(2, 2->^ *f-)V--fu 

y ^ f ;P)-2, 6-y t V-2, 3, 6, 7-f f5t Fn/'J y-1-4 )V~\* 

[ft 2 6 0 ] 



7-^>v>^>^>9.54g£N,N-v*^;W*;i/AT ^ K25QmlK$g#U 
*U^A17g, ^nn^f;m^7 V- M4.2ml$rin£^ 50° Ct?»«Ji#tfco 




tBSE# 2003-3096415 



mm 2003-117927 



^-v: 198/ 



7^-i:tttSU ^*-9-> I£M^^3:2}§ffi3iIU ^ ^1^1^1712. 8g& 
[0 3 9 8] 

d) 2,2-y^f;i'7 e net>i [3-(2, 2-v ^ ^)V~fu tf^-;u^^r ^-^)-2, 
6-V***V-2 ( 3,6,7--r Y9t KD^'J ^-l-'f ;* ^f-)\y^7,y-)V 
mi 6 1] 



2, 2-V j-^-)V^u\£*vW. [7-^ > v;v-3- (2, 2-v ;v y°u M * =. ?v * * v 
^^-;V)-2,6-v^^rV-2,3,6,7-T- h 9 Kn-7°'J >-l->f ^] * Ji^-r^ 

*fflv^r*»ji 5 7W tmm^mv, mmit&mznfz 0 

[0 3 9 9] 

e) 2,2-yVf;v7nt 1 t-'^7y7 F[7-(2-^nn7x-;i/)-3-(2,2-^^f 
;V7n et-^t^ v ^ f ;H-2, 6-y t + V-2, 3, 6, 7-r fyt Ko7'J >-l--f 

lit 2 6 2] 



2,2-^^f;V7°ntft^'7^7y-; K [3-(2,2-vM f^T'n ^X-frjr* v 
^■^;i/)-2,6-v^-^V-2,3,6,7-T- h 5t Kn7"'J >-l->f ;V] ^ f^x^ tn'* 

te-NMRCCDCls) 

d: 1.16 (s, 9H) 1.22 (s, 9H) 5.99 (s, 2H) 6.19 (s, 2H) 7.42-7.52 (m, 3H 
) 7.58-7.61 (m, 1H) 7.73 (s, 1H) 





tttSE#2 003-3096415 



#11 2003-117927 



^-v: 199/ 



[0 4 0 0] 

f) 4-[7-(2-* a n 7x-iV)-l, 3- If ^-(2,2-v^ ^;i"7°n tf^-^;V?}-^f v ^ 
;i/)-2, 6-^*7-2, 3, 6,7-7- h7t Kn-iH-7 91 ; >-8--f ;V] i^>-l-# ;V 

[it 2 6 3 ] 



0 0 ' 




^0 

2,2-v ? ^^;V7°n \£*—y *7'>y K [7-(2^nn7x-;V)-3-(2,2-y^f 
;V7 , nt't-W^y^fiV)-2,6-yt^y-2,3,6 1 7-f b7t Kn^'J >-l-^ 
;V]^tf;Vx^fiV«:ffl^t|IWJl 4 6 e)> f) t P^tt^SU 41fMt^%£ 

lH-NMR(CDCl3) 

£ : 1.16 (s, 9H) 1.23 (s, 9H) 1.44 (s, 9H) 3.20-3.35 (m, 4H) 3.32-3.37 ( 
m, 4H) 5.92 (s, 2H) 6.09 (s, 2H) 7.41-7.49 (m, 2H) 7.52-7.57 (m, 2H) 
[0 4 0 1] 

g ) 4_ [7_ (2- ? u u y j. - )V) -l- (2, 2- v ^ ;v 7° n e * - ;v * * *> > ^ ;v ) -2, 6- 
v**V-2,3,6,7-x h 9fc Kn-lH-^'J >-8-^^]t>7y>-l-*iV*'>ti 

Ht2f>4] 




4-[7-(2-^ o n 7 x - 3-e^-(2, 2-^ ^ f^^n If * 
)-2, 6-S>**V-2, 3,6,7-t- h5H Kn-1H-7°'J >-8->f t?^9 v >-l-# 
>ftH7'f ^i^f;l'2. 227g£ -f" f7t KD77 >10mK * 9 J -;U20mHCv# 



mSE# 2003-3096415 



#11 2003-117927 



^-v : 200/ 



»U [5,4,0] ^>r**-7-^-^0. 518ml *Jnx., Ha^TiK- 

lH-NMR(CDCl3) 

5: 1.16 (s, 9H) 1.44 (s, 9H) 3.22-3.24 (m, 4H) 3.33-3.35 (m, 4H) 5.90 ( 
s, 2H) 7.43-7.47 (m, 2H) 7.51-7.57 (m, 2H) 8.71 (brs, 1H) 
[0 4 0 2] 

h) 7-(2-^ n n 7 x-;i.)-3-xf ;m-(i^/<7 y >-l-^f ^)-3, Kn^V 
>-2,6-v* y Y V "7;v:*nij=g|& 
[ft 2 6 5] 



4- [7-(2-^nn7x-;v)-l-(2,2-^^f;i'7 , n^t-JVt^y^f^)-2 1 6- 
yf^V-2,3,6,7-f h^fc Kn-lH-7 91 ; >-8--f ;v] fcf^ v >-1-tj 
= 7*f ;l/xxf ;V8mg^N,N-y ^ f ^'t/l'A 7 5 K0. Smifcigfl? U 3-K^*> 
0.05mK "7 A20mg£tjnx., 50° CKT$^d»L/io RSiSl^Ixf 

ifttiK n 7 ^ 7 7 ^ C t»i L, Mffi<fc^4.49mg 

MS m/e (ESI) 375(MH+-CF 3 C00H) 
[0 4 0 3] 

^MLl 5 9. 7-(2-^na-7 J .^.;i/)-3-(2-^^v-2--7 J .?^;v)-8-(if^^v 
^-l-^;y)-3.7-vti >-2.6-v^> h }} "7 )V*ul&WMi 




mtE# 2003-3096415 



mm 2003-117927 V I 201/ 



UH2 6 61 




7xt^n$ K£ffi^-CH«!!l 5 8h) £ ^IML, Umt^^% 

MS m/e (ESI) 465 (MH+-CF3COOH) 
[0 4 0 4] 

mmmi 6 O. l-(2-?uu~7 ^=-)V)-2-(2-**Vr b fc: Kn7 7>-3--fJV)-8 
-(tf^yy>-l-^ )V)-3.7-i?\Z KP-^'J ^-2.6-v^-> b L> ~7 )V ir uWmtiiL 
Uh2 6 7] 




[0 4 0 5] 

^mmi 6 1. 2-f7-(2-^nn-7 x^]V)-2.6-y^V-8-(^7y>-l-^V 
2. 6. 7-f h 7 b KP ^'J >-3-^ KP y 7'f 'J 7 ^ 7 y 7 K b 

UY , 2 6 $1 




a -7n*- y -yfP7^h>»itil|ajl 5 8h) tmn^Vmi^ 7-(2- 



ffifIE# 2003-3096415 



#M 2003-117927 



^-v! 202/ 



^nn7x^iV)-3- (2-* ^Vrh7t Ka77>-3-<f /u) -8- ( tf ^ 9 v >-W 
;v) -3, 7- v y-2, 6-^t>>'j7;vtn I^Mi^ [MS m/e (ESI) 431 (MH 

+-CF3COOH) ] % 2-[7-(2-^nn7x- ;v) -2, 6- v * * V-8- ( fcf^ 7 v >-l- -OV) - 
l,2,6,7--r F7t Kn7"'J >_3-^;u]-4-b Kn^^7f-'J y9T s yv K MJ "7 
/l/frnR-ifcffi [MS m/e (ESI) 449 (MH+-CF3COOH) ] 
[0 4 0 6] 

Hl^ll 6 2. 2-r7-(2-»PP7 j.^;i/)-2.6-y^-^-V-8-(br^^y>-l->f 
;V)-1.2.fi.7-^ h 7^ KP-7°iJ Ji/lr-fe >TS= K LJl7Jk±PllM^ 

HH2 6 91 



2-7*n^7-tfT5 K&ffi^TH»01 5 8 h) RfllUc^Lg U Hf&ffrglfefc 
lH-NMR(d6-DMS0) 

2.97-3.04 (m, 4H) 3.22-3.34 (m, 4H) 4.43 (s, 2H) 7.18 (brs, 1H) 7.49 
-7.59 (m, 2H) 7.62 (s, 1H) 7.66-7.71 (m, 2H) 10.90 (s, 1H) 
MS m/e (ESI) 404 (MH+-CF3COOH) 
[0 4 0 7] 

mmmi 6 3. f7-(2-^pp-7 ^-^)-i-^^)V-2.6-~y±^-v-8-(^^^ 

-l-^;V)-1.2.6.7--r b vti KP-7°^ >-.w ;i/IMS b 'J y n>*u&wttit 

a) 4-[7-(2-? nn7x^;V)-3-*m->^ f=-;V-l-> 7-;V-2, 6-v^-^r V-2, 3, 




mSE# 2003-3096415 



#11 2003-117927 



^-v: 203/ 



[it 2 7 0 ] 




'>-N W-K 



0 



4- [7-(2-^nn7i-;v)-3-^ h ^ v # ^ ;u ^ f - f - ;i/-2, 6-v* * 3r v 
-2, 3, 6, 7-t- h 7 t: Kn-lH-7° V >-8--f ;v] fc: ^7 V 7-l-# ;Kf>||E7f^ 
« 7 ;l/87mg£ ^ ^ y - ;i/2ml I, 5N-7K$Ht7- Y } ) V ^ fcmWLO. 2ml £ Uu 

[0 4 0 8] 

b) [7- (2-7 n n 7 i - ;v) -1- y f - ;v_2, 6- v * * V-8- ( 9 v > -1- 4 
2,6,7-9- h 7t Knyj >-3->f ^]#gfc h y 7^n*MfcttL 
Hfc2 7 1] 



4- [7- (2-7 DD7i^)-3-* ^^'^y^fM-^ <f-)V-2, 6-yt^V-2, 3, 6 

^57^-i:t»»U *|Btofr*&10.73mg*ftfco 
1 H-NMR(d6-DMS0) 

3.15-3.18 (m, 4H) 3.26 (s, 3H) 3.46-3.49 (m, 4H) 4.80 (s, 2H) 7.50-7 
.59 (m, 2H) 7.63-7.68 (m, 2H) 
MS m/e (ESI) 419 (MH+-CF3COOH) 
[0 4 0 9] 

mMMl 6 4. 2-r7-(2-^nP7x^;V)-l->i^;V-2,6-ytjpV-8-(^7^ 
>-M;v)-1.2.6.7-fF7b Kn-^y >-3-^;H7-b hr< K bJl7Ljk±n 




mSE# 2003-3096415 



#11 2003-117927 



^-v : 204/ 



a ) 4.[7.(2-^oo7xc^)-3-7-bfT^ K-l-^ f-;V-2, V-2, 3, 6, 7- 
[ft 2 7 2] 



4_[7_(2_^ nD7x^^)-3-*;v^y^ ^-)V-2, 6-v^3r V-2, 3, 6 

,7-r-h^ti Kn-lH--7°'; V-8--T ;v] t:V 7 y >-l-* iV*' >f |H7f i!/xx 7 
^SSmg&T- f7t Fn?^ >lmH^#$?U h V if;V7 5 >0. 03mK ^nn#t 
Ux-f-frO. 015ml fcflDx-fco M^'TlS^ft^U 30%7 lml £fln 

tv^^ye/At«U £ifi, ^M*UIIB<b^53mg^#^o 
[0 4 10] 

2- [7-(2-^nn7x^;l') -l- ^ ^ ;W2, 6- v :* ^ V -8- ( \£i 9 v V-l- 4 )V) -1, 2, 
[ft 2 7 3 ] 



4- [7- (2-^ DD7x-JV)-3-7^f75 K-l-p* fVV-2, 6-v* ^ V-2, 3, 6, 7- 

t- h7t Kd-ih--7 0i j >-8-^;v]e^7v>-i-7j;v^>^Hy^;^^^-r;v5 

77 4 - t:tfflILs Hffift^23. 31mg£#£ 0 
lH-NMR(d6-DMS0) 

S: 3.15-3.18 (m, 4H) 3.26 (s, 3H) 3.45-3.48 (m, 4H) 4.76 (s, 2H) 7.50-7 
.59 (m, 2H) 7.62-7.68 (m, 2H) 





tf31IE# 2003-3096415 



mm 2003-117927 



^-v : 205/ 



MS m/e (ESI) 418 (MH+-CF3COOH) 
[0 4 11] 

mmmi 6 5. l7-(?.-* UU7 J u-)V)-2.Ci-i;**V-&-(\£^Vy-i-.s( fr). 
1,2,6,7--^ h *7\L KPT 9 ') >-3-^;i/lWfeB£ h 7^tPft»tt 



OH 

4- [7- (2- * u n -7 jt - )V) -3- ^ Y^^ii )V )V*^- )V-2, 6- v * * V -2, 3, 6, 

)v*m^x, mmmi e 3a), b) tmmizyimL, mmt^^mtz 0 

MS m/e (ESI) 405 (MH+-CF3COOH) 
[0 4 12] 

l&fcM 16 6. [7- (2-^uuy ju-)V)-2. 6- v it * V-l- "7 ^ * ^- ;V-8- ( g 

v>-l-^ ^)-l.2.fi.7-r h7b: KP-7°U >-3-^T friwm h 7;i^Pi£B£:ts 
Ht2 7 5] 



4- [7-(2-7nn7x^ ;i/) -3-^ h * > ts ;i/ ^ 7^ ;V-2, 6- v ^- ^ V -1- 7 ^ 
t-t^v-2, 3, 6, 7-t- f7t: Kn-iH-^V >-8--f ;v] tf ^9 v ^-l-^ 
7*f^i^ti^ffl^T, ^»!ll 6 3a),b) tlWMt^MU HfB4fc£-%£# 

MS m/e (ESI) 509 (MH+-CF3COOH) 
[0 4 13] 

\ 6 7. 2-r7-(2-»Pn7^^;M-2.fi-:V^^v-i-7^^f-;V-8-(bf^ 



[ft 2 7 4] 




•^0 




mSE# 2003-3096415 



<$m 2 0 0 3 - 1 1 7 9 2 7 ^- if I 206/ 



Hk2 7 6] 




V NH ^ 



o 

4- [7-(2-^on7xx;l/) _3_ 77 ;p ^ 3r -> ^ -f - ;V-2, 6- V * 3r V -1- 7 ^ * ^ ^-2 

z-rfrzm^x^ mmmi e 4 a), b) trails u mzik&m*n?z 0 

MS m/e (ESI) 508 (MH+-CF3COOH) 
10 4 14] 

mm.Ml 6 8. r7-(2-^nn-7^^;V)-l-^^;V-8-(ki^^y>-l-r;M1-3.7- 

2 ]} >-2. 6--y ±> h_H7jk± pglli 

a) 2 ) 2-^f;^nft>i [7-^> V)V-2, 6-v* V-l, 2, 6, 7-T h7tK 
2 7 7 ] 




7-^>v;V^>^>8.66g£N,N-v^7^*;VAT 5 K300mHC^?L> tK^ 
lt:J- H; -7A1.57g, ?nn^;vtf h7.7ml£jjnx.> M^iM^ L 

6g£t#£ 0 
iH-NMR^DCls) 

a: 1.18 (s, 9H) 5.45 (s, 2H) 6.06 (s, 2H) 7.34-7.39 (m, 5H) 7.58 (s, 1H) 



miE# 2003-3096415 



#H 2003-117927 



^- V : 207/ 



8.18 (s, 1H) 
[0 4 15] 

b) 2,2-V 7° u\£*vWi [7-^>v;V-l-*^;V-2,6-v**V-l,2,6,7- 
ff7t Kn/V >-3-J fr] ^f;vxxt;> 

Mb 2 7 8 ] 

o 

2,2-vV^;V-7°n Vf^->m [7-^ >v ^-2,6-^*^7-1,2,6,7-7- >7t: Kn 

ffc^-%2. 16g£#fc 0 
lH-NMR(CDCl3) 

5:1.18 (s, 9H) 3.41 (s, 3H) 5.49 (s, 2H) 6.11 (s, 2H) 7.26-7.39 (m, 5H) 
7.57 (s, 1H) 
[0 4 16] 

c) 2,2- v if-fr-fuM^y^ [1-^^^-2,6-^^^7-1,2,6,7-7 h 7t Kn 
7>i; ^-3--f ;w]^^;w^^-r;v 

Mb 2 7 9 ] 

i H 




2, 2- v ^ )^ -7°n >M [7-^ > v^U-l- -f - ;V-2, 6- v * * V -1 , 2, 6, 7-x 
1-7 t: Kn7°U >-3--f ;i/]^f^f;^ffl^t> H«01 5 8 d) t IWpjfH^ 



miE# 2003-3096415 



&1K 2003-117927 



^-v: 208/ 



iH-NMRCCDCls) 

5:1.19 (s, 9H) 3.48 (s, 3H) 6.17 (s, 2H) 7.83 (s, 1H) 
[0 4 17] 

d) [7-(2^no7x^;l/)-l-^;V-2,6-^^^ 
V-1,2,6,7-7 h 7 Kn^j >-3-^f ^ f;^^ 7 ;V 
[ft 2 8 0 ] 



2,2-i?*^)\y?u\£j->m ^-2, 6-S>** V-1,2,6,7-7- fyt KU7° 
[0 4 18] 

e) 4- [7-(2-^nn7x- ;v) -3- (2, 2- v ^ 5^- 7°ntft-^t^y^f )V) -1 
^;V-2, 6- * V-2, 3, 6, 7-7- h 7 t: Kn-lH-7 0l J >-8-^ ;V] tf ^7 v 5 V-l- 

[ft 2 8 1] 



2, 2-i/^ ^^yntf^-^K [7-(2-^nn7i-^)-l-^ ^-2, 6-^*3=- V-l 
, 2, 6, 7-7* b7t: Knyj >-3-^f ^]^^;^^7;w*fflv*"r^ HIM1 5 8f) 
tnWK&SU *iBft'fr»*»fco 
[0 4 19] 





miiE# 2003-3096415 



&m 2003-117927 



^--J : 209/ 



f) 4-[7-(2-? nn 7x^;V)-l-^ f ;W2 ( 6-yt^V-2,3,6,7-f b y \l Kn- 
ih- 7* y > -8- A ;v] t? ^ 7 v > -l- # )v jj? > = ^x^f;v 

[ft 2 8 2] 



4_ [7_ (2_ ^ n n 7 ^ - ;v) -3- (2, 2- v ^ ^ ^-7" n tf ^- - ;v ^- v ^ ^- ;W -1- p< 
-^-2,6-^*^7-2,3,6,7-7- b ^ t: Kn-lH-7" 1 ; >-8-^ ;V] fc°^7 v >--l-# 
i^'^SIH^f^ri^fflv^, ^WJl 4 6e)£|WM*^MU tliEft 

lH-NMR(d6-DMS0) 

5:1.35 (s, 9H) 3.04 (s, 3H) 3.06-3.12 (m, 4H) 3.17-3.22 (m, 4H) 7.48 (d 
t, J=1.6, 7.6Hz, 1H) 7.53 (dt, J=2.0, 7. 6Hz, 1H) 7.63 (dd, J=2.0, 8.0Hz, 

1H) 7.65 (dd, J=1.6, 8.0Hz, 1H) 

[0 4 2 0] 

g) 7-(2^nn7x-^)-l^f;V-8-(H^7v>-l-^V)-3,7-yt Vuy° 
>-2, 6- v* >b'j7^t ul^i* 
[ft 2 8 3 ] 



4-[7-(2-^ n □ 7 x-;V)-l-^ f ^-2,6-^^^7-2,3,6,7-7 b 7 t: Kn-1H- 

1 6 4b)i:|w|#ac : 5n ; SL. ^fBft^«*#£o 
!H-NMR(d&-DMSO) 

d: 2.95-3.03 (m, 4H) 3.14 (s, 3H) 3.23-3.34 (m, 4H) 7.49-7.62 (m, 2H) 7 
.66-7.71 (m, 2H) 10.90 (s, 1H) 





miE# 2003-3096415 



# M 2003-117927 



^-v : 210/ 



MS m/e (ESI) 361 (MH+-CF3COOH) 
[0 4 2 1 ] 

MMM1 6 9. 7-(2-r^^;v)-3-Ji^;wi-^^;i/-8-(tf^^v>-i-^;i/)-.s.7 

-y*n Kpr')v-2,6-^t> hvy^xummtm 

2, 2-^^f;v^n tr* >^ [7_(2-7^-;v)-l-p< f-;v-2, 6-v^ 4- v-i, 2, 6, 7- 
fF7t Kn-/y >-3->f ^^f^xxf^ 
[ft 2 8 4] 



1; >-3-^;V]^^;V^^."r;H.871gSrN,N-vV^-;V^;VAT5 K30mlK?#$£U 
JkM*V ?A1.5g N 2-7*f-;V7*n> K0.7ml4rJnx., MS^TH-^^L/Co 
RJES«E*ffiMI^>W-C*^L, Tic, lN-mm-e^^-L/^o ^T«WS:*7K«St^^ 

[0 4 2 2] 

b) 7-(2-7 a f-;i/)-i-^f;v-3,7-ye Ko/'J ^-2,6-v^> 
Hb2 8 5] 



2, 2- -7 ^ f - ;v -7° n n° * > m [7- (2-^f - - ;v) -1- ^ ;v-2, 6- 9 J * * v -1 , 2, 6, 
7-r h 9t Knyv >-3-^ ;v] * f;i/x^7fl/iiv»"C, ^SJfefll 1 6 8f) tmffi. 

iH-NMRCCDCls) 





H 



ffiSE# 2003-3096415 



mm 2003-117927 



^-v: 211/ 



5:1.91 (t, J=2.4Hz, 3H) 3.39 (s, 3H) 5.10 (s, 2H) 7.93 (s, 1H) 10.62 (s 
, 1H) 
[0 4 2 3] 

c) 4- [7- (2- 77- - ;U) -1-^f k-2, 6-^t%V-2,3,6,7-T>7bKn -1H- 7° U > 
[It 2 8 6 ] 



H x 

7-(2-7*5^;i/)-i-^;i/-3,7-vt: Kn/'J y-2,6-v* >*m^T, 

1 6 8e)tn«c«au mttt&m*mzo 

lH-NMR(CDCl 3 ) 

5:1.48 (s, 9H) 1.83 (t, J=2.4Hz, 3H) 3.37 (s, 3H) 3.37-3.39 (m, 4H) 3.5 
8-3.60 (m, 4H) 4.87 (s, 2H) 9.68 (s, 1H) 
[0 4 2 4] 

d) 7-(2-7'f-;V)-3-xf y >-l-^f ^)-3, 7-y t Kn 

7" V >-2, 6-v* * > h'J7 fr* uWpWtSL 
[it 2 8 7 ] 



4-[7-(2-rf--;V)-l-^^-;^-2,6-v^^rV-2,3,6,7-x h7t Kn-1H-7 P V >-8 
--f ;v]e^^v>-i-^;v^>m^=7^;v^.^x^^fflv>T, ^»J1 5 8h) 

MS m/e (ESI) 331 (MH+-CF3COOH) 
[0 4 2 5] 

mmmi 7 0. 7-(2-7*—fr)-3-^>iS)]s-i-**fr-&-(\£'* s ?z?>-i->[fls)-3 





ffilE# 2003-3096415 



<&m. 2003-1 17927 



^-v: 212/ 



Hfc 2 8 8 ] 




NH F h 



0 



lH-NMR(CDCl3) 

5: 1.83 (t, J=2.4Hz, 3H) 3.03-3.06 (m, 4H) 3.38 (s, 3H) 3.38-3.41 (m, 4 
H) 4.84 (q, J=2.4Hz, 2H) 5.21 (s, 2H) 7.26-7.30 (m, 3H) 7.52-7.54 (m, 2H 

) 

MS m/e (ESI) 393 (MH+-CF3COOH) 
10 4 2 6] 

MEffill 7 1. r7-(2-y^^;i/)-l-^^;i/-2.6-v^-^v-8-(bf^^-y^-l-^;v 
)-1.2.6.7--r > =7\L Yu-?V >-Z-4 )Vlil^ + ± )V ^ U y^PWtig 

Hb 2 8 9 ] 



rn^^^^;v^ffiv.-c^]5ifill 6 9d)£|WMf^#iSU Hfe^£«#£ 



iH-NMRCCDCls) 

<?: 1.84 (t, J=2.4Hz, 3H) 3.00-3.03 (m, 4H) 3.34-3.36 (m, 4H) 3.40 (s, 3 
H) 3.79 (s, 3H) 4.78 (s, 2H) 4.84 (q, J=2.4Hz, 2H) 
MS m/e (ESI) 375 (MH+-CF3COOH) 
[0 4 2 7] 

mttiMl 7 2. 7-(2-V^-;^)-3-v^P-7^;ix-i-^^;i/-8-(b:^5v>-l-^ 
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^-vl 213/ 



[ft 2 9 0] 




4-[7-(2-r^-;l/)-l-^^-;V-2,6-v^-^V-2 > 3,6,7-T- h 9 M. Ka-lH-^'j > 
-8- ;V > ^fE -T^)Vx.^7- ;i^8mg * N, N- v ^f;l/*;U 

75 K0.4mlfcj&#U } ) "7 AlOmg^ •>^D , /Wn5 KO.Olml^nx. 

, 50° cizxmm&Ltio EL$&mz&&^MzxmiL, mmmzukMLfz 

MS m/e (ESI) 357 (MH+-CF3COOH) 
[0 4 2 8] 

gjftitfflll 7 3. 7- ^ -3- (2-f h 7 E K P 7 7 ^ ^ f ^ f Jl/- 

[ft 2 9 1] 




2-7*n^^f;Vff7t K0 7 7>^^tIiMl 7 2 t|WMtKMU ^ 

fBft^&fc&fco 

iH-NMRCCDCls) 

<? : 1.70-1.77 (m, 1H) 1.84 (t, J=2.4Hz, 3H) 1.88-1.93 (m, 1H) 1.97-2.06 
(m, 2H) 3.01-3.04 (m, 4H) 3.34-3.36 (m, 4H) 3.39 (s, 3H) 3.77 (dd, J=8.4 
, 14.0Hz, 1H) 3.92-3.97 (m, 2H) 4.19 (dd, J=8.4, 13.6Hz, 1H) 4.45-4.50 ( 
m, 1H) 4.83 (q, J=2.4Hz, 2H) 
MS m/e (ESI) 387 (MH+-CF3COOH) 

mtE#2 003-3096415 



#H 2003-117927 



^-v: 214/ 



[0 4 2 9] 

^ftfefflll 7 4. 2-r7-(2-^^;M-i-^^;U-2.6-v^^V-8-(fci^^> ? ^-1- 
[4t2 9 2] 



NH 2 

2-7n€7^h7^ Yzm^xmmmi 7 2 tmm^mu mmt&Mzn 

lH-NMR(CDCl3) 

3: 1.68 (t, J=2.4Hz, 3H) 3.15-3.19 (m, 4H) 3.23 (s, 3H) 3.46-3.51 (m, 4 
H) 4.55 (s, 2H) 4.71 (q, J=2.4Hz, 2H) 6.00 (br, 1H) 6.91 (br, 1H) 
MS m/e (ESI) 360 (MH+-CF3COOH) 
[0 4 3 0] 

mWMl 7 5. r7-(2-^~;i/)-l-^;V-2.6-v^y-8-(^^ yy-\-A)V 
)-1.2.6.7--r F7l^ Kp-7°'J ;H "7 ^~;H£gf * 7^ b ') ~7;v 

[-ft 2 9 3] 



lH-NMR(CDCl3> 

d : 1.83 (t, J=2.4Hz, 3H) 3.02-3.05 (m, 4H) 3.36-3.38 (m, 4H) 3.37 (s, 3 
H) 3.80 (s, 3H) 4.82 (q, J=2.4Hz, 2H) 6.50 (s, 1H) 7.30-7.32 (m, 3H) 7.6 
5-7.67 (m, 2H) 




V 




tbSEiff 2003-3096415 
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^-vl 215/ 



MS m/e (ESI) 451 (MH+-CF3COOH) 
[0 4 3 1] 

mmmi 7 6. 7-(2--r^~;M-3--7°o tf^-i-^^-s-f^^v^-i--^)- 

Mfc2 9 4] 



MS m/e (ESI) 345 (MH+-CF3COOH) 
[0 4 3 2] 

mmmi 7 7. 7-(2-v^^;v)-3-(2-^-^v-2--7^^^;i/)-i-^^;i/-8-(bi^ 
7y>-i-^jv)-3,7-yb: Kp^'J >-2.6-i^> h ]} y)V^umWi^. 
[it 2 9 5 ] 



iH-NMR^DCls) 

a: 1.85 (t, J=2.4Hz, 3H) 2.96-2.99 (m, 4H) 3.28-3.31 (m, 4H) 3.41 (s, 3 
H) 4.85 (q, J=2.4Hz, 2H) 5.48 (s, 2H) 7.50-7.54 (m, 2H) 7.61-7.65 (m, 1H 
) 8.02-8.05 (m, 2H) 
MS m/e (ESI) 421 (MH+-CF3COOH) 
[0 4 3 3] 

^mmi 7 8. 2-r7-(2--7^-;V)-l-^-^^-2.6-v^-^rV-8-(e^7 v>-l- 





miE#2 003-3096415 
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^-v : 216/ 



Ut2 9 6] 



OEt 

lH-NMR(CDCl3) 

£: 1.23 (t, J=7.2Hz, 3H) 1.70 (d, J=7.2Hz, 3H) 1.84 (t, J=2.4Hz, 3H) 3. 
00-3.03 (m, 4H) 3.33-3.37 (m, 4H) 3.38 (s, 3H) 4.15-4.25 (m, 2H) 4.85 (q 
, J=2.4Hz, 2H) 5.43 (q, J=7.2Hz, 1H) 
MS m/e (ESI) 403 (MH+-CF3COOH) 
[0 4 3 4] 

mWMl 7 9. 7-(2--7?-~)V)-3-(2-±*V-t h 7 fc: Kn 7 2 >-3-4 
Mb 2 9 7] 



lH-NMR(CDCl3) 

8: 1.84 (t, J=2.4Hz, 3H) 2.59-2.68 (m, 1H) 2.69-2.91 (m, 1H) 3.01-3.03 
(m, 4H) 3.34-3.37 (m, 5H) 3.38 (s, 3H) 4.39-4.45 (m. 1H) 4.68 (dt, J=2.8 
, 9.2Hz, 2H) 4.84 (br, 2H) 





ffilE# 2003-3096415 
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^—if I 217/ 



MS m/e (ESI) 387 (MH+-CF3COOH) 
[0 4 3 5] 

ggjjfeffll 18 0. 7- (2- gjg^ik) -3- (2- J. LjL^±jV) -1- ± IV-Z- Qf£Lzi£ 

>-l-^;i/)-3,7_v>^ Kn^i)>-2.6-yj> V 1) 7;u^nft^ 

r-fK 2 9 8i 



#£0 

lH-NMR(CDCl 3 ) 

S: 1.16 (t, J=7.2Hz, 3H) 1.83 (t, J=2.4Hz, 3H) 3.01-3.06 (m, 4H) 3.33-3 
.46 (m, 4H) 3.39 (s, 3H) 3.58 (q, J=7.2Hz, 2H) 3.77 (t, J=6.0Hz, 2H) 4.2 
6 (t, J=6.0Hz, 2H) 4.85 (q, J=2.4Hz, 2H) 
MS m/e (ESI) 375 (MH+-CF3COOH) 
[0 4 3 6] 

18 1. 7- (2- Zjf^EJk) -.W v-^n e^-i-^f;M-(^7y>-l- 
^;V)-3.7-vb: KD^) >-2.6-yi> h *J 7?V*u&&%£ 
IM2 9 9 1 



MS m/e (ESI) 345 (MH+-CF3COOH) 
[0 4 3 7] 

Wm 1 8 2 , 7-(2--7-^-;l/)-3-(3. 3-^ * ±jk=2=±±±> -f*f~M-\-* ±Jk= 

8- ( If ^ 2 v >-l-^ 2k) -3. 7- v fc: K P v° U > -2. 6- v * > h U Z & ± P HM^ 





ffi!E# 2003-3096415 
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^-v: 218/ 



htZ 0 0] 

o 



OH 

O 

o 

MS m/e (ESI) 401 (MH+-CF3COOH) 
[0 4 3 8] 

mm* 18 3. 7-(2--7*7-~;v)-l-^ *)]/-3-(2-**V en 'J v>-3-^ ;i/)-8-( 
^7y>-l-^V)-17-y^ Kn-/') 6-y**> 

L013 0 1 1 

O^N N — 

A=o HCI 
H 

3- yn^-2-t^yifnijy>^v^, #S«3 1 7 2 fclWfc-frjSbfco 
lH-NMR(d6-DMS0) 

£:1.80 (t, J=2Hz, 3H) 2.32-2.48 (m, 2H) 3.17 (s, 3H) 3.20-3.55 (m, 10H) 
4.96 (q, J=2Hz, 2H) 5.14 (t, J=10Hz) 7.94 (brs, 1H) 9.04 (brs, 2H) 
[0 4 3 9] 

mmm i u. 7-(2-r?--)v)-3-(2-^ t±it^±2k±£=dj£c<z. ¥>^LM 

-3. 7-v* Koyi) >-2. V hj±y jk±nH^§ 

4- [7- (2- 7^ - ;W -1, 3- (2, 2-^ ^ JV fu fcf * ^ )V * * */ jt ^ )V) -2, 6- v 
t4V-2,3,6,7-7h7t Kn-lH-7* 1 ; >-8--f tf ^7 v >-l-# 



ttifE#2 003-3096415 
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^-v! 219/ 



[it 3 0 2 ] 



O N 




O 



°7< 



o 




2,2-i^^ ^-;V7°o H° * >M3-(2, 2-v^ ^-;l/-7°D pJ-~;V-*^ v ^;W-2, 6-v 

t^V-2,3,6,7-f h^t: Kn^'J >-l-^ ;V] ^ -?-;l^*T-;H.0g. 

7^ >0. 28ml . ^TkRSt * U * A 0. 73g. N, N-^ ^m;i/A7 5 K15ml OtS^ 

«fPfttt*'Cft<'\ iTlcii^^^y^At^iMffiMl/Co $l2fc£20-30% 

mm^)i'/^**r>$:m^ri'V *W5A^7 h^v^-f -atsu 2, 

2- v ^Wnift > M [7- (2- 7^ — ;v) -3- (2, 2- v ^ =f- ~fu t? * =. )V * * v 
j*^;1/)-2,6-v*^V--2,3,6,7-t- Kn^'J >-l-^f ;V] ^ f^xxf ;W.O 

6g£#£ 0 

iO^i, N-^nonA^^ K390mg, N.N-y^f ^*;VA7< K5ml 

fi5FnAO*t?«fev^ «|v^^v^tWMIL/;o £20-30% 
Sfxf;i//A^ty^ffi^ty'J*^*7A^n-7h/77'f-ilU 2, 
2- j* )V -f n if * > R [7- (2- - ;v) -8- ^ n n -3- (2 , 2- V * ^ >l/ •/ n k? * — 
^t + y^fM-2,6-^t^ V-2,3,6,7-x b^fc Kn^'J >-l->f ;v] * *f-)\/*- 
^•r;H.18g*#^ 0 

£ £M > tf ^ 9 v y-l- * )\s >&H= 7?- ;VxXfM. 4g<7) & 150°C <0 
M^^30^nM^t7to ^JS?S^20-30%I^m^^>'V/^^^>*ffiv^Tvi; 13 
^*7A^7f^77^f -«I»U «IBft'8*.34g*t#fc<, 
iH-NMRCCDCls) 

S: 1.18 (s, 18H) 1.49 (s, 9H) 1.84 (t, J=2Hz, 3H) 3.36 (t, J=5Hz, 4H) 3 
.58 (t, J=5Hz) 4.86 (q, J=2Hz, 2H) 6.02 (s, 2H), 6.03 (s, 2H) 
[0 4 4 0] 



ffilE# 2003-3096415 
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^-v : 220/ 



b) 4- [7- (2-7*^ - ;V) -1- (2, Wf^net-^t^V^f /U) -2, 6- V * 
^rV-2,3,6,7-"r h7t Fn-lH-yj >-8--f ;V] tf^7 v Zs-l-fj A/,f>Si=r 

Mb 3 0 3] 



4- [7- (2- r f - - ;v ) -1 , 3- tf X - (2 , 2- v p< ^ ;v •? u tf * - )V * * v ;u ) -2, 6- v 
:t*V-2,3,6,7-y- h7t Kn-1H-7°'J >-8--f ;V] l^"? v^-l-* >®^= 
-7*f-;i/^^T-;V0.63g*7^ h7t Kn 7 7 >4mlio it/^ * y -^2mlOr^^vt^ 
K*t$U vT-9 ? lfv^n[5.4.0]^^7 ar -fe>0.18ml*j(rax., 

Q:5)?#m7MaJ: «9llffi'fb^0.29g^#/io 

lH-NMR(CDCl3) 

8: 1.19 (s, 9H) 1.48 (s, 9H) 1.83 (t, J=2.4Hz, 3H) 3.37-3.39 (m, 4H) 3. 
58-3.60 (m, 4H) 4.86 (q, J=2.4Hz, 2H) 6.00 (s, 2H) 9.08 (s, 1H) 
[0 4 4 1] 

c) 7-(2-r^-;v)-3-(2-^ b^^;i/)-8-(e^v>-i-^;u)-3,7-^t K 
[it 3 0 4] 



4- [7- (2-7f-;v)-l-(2,2-'7^f;v7 , ntft-JVt + y^f;i/)-2,6- v t^v- 
2,3,6,7-t- F7t Kn-lH-y; >-8->f /l/] fcf^? v JV^>tiH7*f ;v 

■^-X T-;U50mg*3 «fc Xfmkij V -7 A 15nig£N, N-yV A T 5 Kl. 2ml K'SM 

U 2-yn-=ex.^;v^;^--r;H2^1*iPx.^ 0 60^ "C2B# L Ifc 





£B1E# 2003-3096415 
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^-vl 221/ 



^ M2 : 1) mm 5MB «t *9 4- [7- - ;V) -1- (2, 2- v ;* *f- )V fcf * 

-jVt ^ •> ^ f ;V)-3-(2-x f ^yxf jl/)-2, 6-y t V-2,3, 6, 7-f h 9 Kn 

h fifz4- [7- (2- y =h (2, 2-v ^ f ;V T'n fc? ^ )V * * -> ^ f -3- ( 

2-xf^yif;v)-2 1 6-yt^V-2,3 1 6,7-f h^li Kn-lH--7 0l J >-8--f;l/]H 0 
-^7 Vy-l-ii )V^ymM=-y^^^^ c r )\y^7- Y =7 t KD7 5 >1. 0ml :fc 

7X»v^^y^it«Lfc 0 ?§$££®*U 4-[7-(2-r^^;v)-3-(2-^h 
*->:x^;v)-2,6-y**V-2,3,6,7-f- Kn-lH-^'J >-8--f /U] tf^9 v 

> -1- * )V # y gfefgH 7f^x^f;V^; 0 # 7c4- [7- (2- ^ — JV) -3- (2- 
x f ^f'>xf^)-2, * v-2, 3, 6, 7-f Y9K Kn -111-7* 9 >-8->f ^] tf^ 
7 y >i^Hrf ;pxx7;KOi/4ffiSl^ b U 7;v^-ns^K0.5ml 

*7At?|[iliit LTTkT-te hjx b i; 7;v*nf£^£JBv»fcHFLCK-C 
II1U SfMb^3.2mg^#7t 0 
MS m/e (ESI) 361 (MH+-CF3COOH) 
[0 4 4 2] 

WfoM 18 5. 17- (2- 7*f ~ jk 3 -3- ( '2- J. V * y J- £ £ 3 -2. 6- P * 3r V -8- ( bf 

^ g v >-l-^ ;v) -2. 3. 6. 7-f b 2 if P 7° L? V-l ;H jjgg j £jV j^g y- jk 

10: 3osi 



%W3WA 4 2-c)Ti#?>a7 , i4-[7-(2-7 > f-;i,)_3_(2-^ h^v^cf ;u)-2,6-v 
V-2,3,6,7-:r h7t Kn-lH-7 01 ; V y-l-?> )V^>WM= 




mtE# 2003-3096415 
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^-v: 222/ 



MS m/e (ESI) 433 (MH+-CF3COOH) 
[0 4 4 3] 

^Ml 18 6. 7-(2--7^-;1/)-3-(2-jl h^vx^)-]-(2-j-^V-2-7x- 
;W^^;W8-(e^v-y>-1-^;V)-3.7-->^ Kn v"*) >-2. 6-v ± > hJL2Jk± 

tffc3 0 6] 



fco 

MS m/e (ESI) 479 (MH+-CF3COOH) 
[0 4 4 4] 

mmm u?. r7-(2--r-?-~;i/)-i-(2-j. h^->^^;i/)-2.6-y^-^v-8-(bf^ 

a) 4- [7- (2- -T-f - - ^) -3- (2, 2- v ^ f- )V 7° u \£ * - )V * * v * -f - ;v) -2, 6- v ;f 
^y-2,3,6,7-T- h 9 t: KD-1H-"7°'J >-8—f If ^7 ^>-l-*j^f 

[<b3 0 7] 





tBIE# 2003-3096415 
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^-v : 223/ 



4-[7-(2-^-;V)-2,6-^**V-2,3,6,7-T- h 9 t Kn-iH-y°V >-8--T ;U] tf 
^7 > >-l- 77 ;V > 7*f- ;i/x^f;n. lg& J; tfRSfc * V >7 A0.43g£N,N- 

y^fjWtMT^ K15mH'^?L, ^c^T^ n n ^ ho. 60ml &fin 

iH-NMRCCDCls) 

S: 1.18 (s, 9H) 1.49 (s, 9H) 1.83 (t, J=2.4Hz, 3H) 3.33-3.36 (m, 4H) 3. 
57-3.59 (m, 4H) 4.84 (q, J=2.4Hz, 2H) 5.99 (s, 2H) 7.72 (s, 1H) 
[0 4 4 5] 

b) [7-(2-^f-;V)4-(2-xh^yif;v)-2,6-yt^y-8-(^7y>-l- 
^;U)-l,2,6,7--r h Kd/'J ;V]ffiEl^f;Vi^T^ h V DV^u 

[it 3 0 8] 



4- [7- (2- -7*f- - ;v) -3- (2, 2-V ^ ^ )V 7°n M * - ;v * * v ^ ;V) -2, 6- v * V - 
2, 3, 6, 7--r f7t: Ko-iH-T" 1 ; >-8->f ;V] fc?^9 v>-l-7j )V^ymM=71-)V 
T" ;V-40mg33 i V 9 A 17mg£N, N-v ^f;^;H7^ Kl . 5ml Ky##£ 



-f£8fc.x?- )V (i : i) i#m 7>iB <t 19 4- [7- (2-7^ - -3- (2, 2- v ^ ^ ;i/ -7° n tf ^- - 
;vt^y^f;l/)-l-(2-x^yxf;v)-2 ) 6-yt^7-2 ) 3,6,7-f f7t Kn-1 
H-7 0 '; >-8-^;v]e^7^>-i-7>;v^>l^H7^;^^^-r;v^#7to ^v^-r 
# <b fc4- [7- (2- 7*^ - -3- (2, 2- v ^ ;v 7° n e ^ ;v * ^ v * ^ -1- (2- 
h^rvJ.^;i/)_2,6-v^-^rV-2,3,6 f 7-7" h 7t Kn-lH-7 01 ; ;V] tf^ 




U 2- 



-fM4// l*inx.^o 60X:-Z?5B#TO#b7^m. ^ 



fcBfE3# 2003-3096415 
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^-v>: 224/ 



y-;vo.5mi<7)rl^v»Jcv#iiiL, Tfc^t^ b y 7 A5mg£fln;U M-ewsiRHi 

AT 3; KlmlKi§#U ^i* V ^AlOmgiSilFrn^m^f-^lOyu lfcimx.fc 
2ft«IL;fc*jfe, JSffi* h V 7^*ttRs&0.5mlfc?g#U MSfcT30$Mft#Lrt:o 

h 'J ;v h U 7^nftBR^«:fflv»/iHPLC^T«HllU «IBflS-£%f6.2n«S:ftfco 
MS m/e (ESI) 433 (MH+-CF3COOH) 
[0 4 4 6] 

Mil 8 8. r7-(2-^^;l/)-2.6-y^^V-l-(2-^^V-2-7 :n^jKx±L?k 
)-^-(^7i; < /-M^-i.2.6.7-T l-7b Kn-7°i; >-3--r;Hi^M^^-;PJ.x 

[ft 3 0 9 ] 



2-7n^7-bf7x/>»>Ti«ajl 8 7t|SIWm ^ie^%*# 

MS m/e (ESI) 479 (MH+-CF3COOH) 
[0 4 4 7] 

>-M^)-1.2.6.7-fh7t: Kn7°i)>-3-^;t/]ffel£j^;v^ir^ IM 
(7-^ >v;V-2,6-v**V-l, 2,6,7-7- h 9 Kn^ij >-3-^f ^f^-x^l" je. 




ffi!DE# 2003-3096415 
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^-v: 225/ 



[ft 3 1 0] 




7-^ > v;i/-3, 7- v H KU >-2, >3. 0g> ^^Hl* V >y A2. 0g> N, N- 

^^^mkw.m&m Ltz 0 ?«£2o-4o%(2o%2--7°n/Nv 



lH-NMR(CDCl3) 

8: 1.28 (t, J=7Hz, 3H) 4.23 (q, J=7Hz, 2H) 4.78 (s, 2H) 5.04 (s, 2H) 7. 
31-7.39 (m, 5H) 7.51 (s, 1H) 8.01 (br.s, 1H) 
[0 4 4 8] 

[7-^ > v ^-l-(2-7 x - ;vxf ;i/)-2, 6-y t V-l, 2, 6, 7-f hyt: FD7 8 'J > 
-3--f ;i/]I^.i.^;Wr.y;-r ;V 
[ft3 1 1] 



(7-^>^;v-2,6-v*3rv-i,2,6,7--r f5t Kn^ij 

^x;V300mg, &7kpiM% V ? A250mg, ;l/^y^f >0.25mk N.N-v 

^f;V*;VA7? K5ralO^t/^50r^^^^2B#WJnM^j>L7^o MJ£?££ffc 




Sr OEt 
o 



8fcv\ ^Jc^^^^v^AT^^MJE^Lt^o £§*££l0-20%(20%2--7°n^ 



tBiE# 2003-3096415 



#M 2003-117927 



^-vl 226/ 



lH-NMR(CDCl3) 

5: 1.29 (t, J=7Hz, 3H) 2.95 (t, J=8Hz, 2H) 4.22 (t, J=8Hz, 2H) 4.24 (q, 
J=7Hz, 2H) 4.83 (s, 2H) 5.48 (s, 2H) 7.17-7.39 (m, 10H) 7.49 (s, 1H) 
[0 4 4 9] 

[7-(2--7*^~;V)-8-^ n n-i-(2-7x-^xf^)-2, 6-v^ * V-l, 2, 6, 7-x > 
?kKn^'j >-3-^iV]ifif;nx7^ 
Wk3 1 2] 



[7./^ > y*;M-(2-7 x - ;i/xf ;l/)-2, 6-y t V-l, 2, 6, 7-f h 9 fc Knyj > 
-3--T ;V]f^^^;VJCX -r ;V366mg, I^10mlcoM^-tJ^M^*^10%/N o 9 A 

L5Ha6320mg&#fco ilTK^* V * A260mg, l-7n^-2- 

T'f-VO.lmK N,N-^>f;V*JVA7 5 K5mlO&^£^ST2B#P4JM#L*:o 

m±m&x^\ mfrm&vy^i'V&vtiM&mE.WMLtio ?«£2o-3o%it 

ILto ^S^20-30%It@t^^^/ / ^^r-9-> v t?-> i ; y A * h ^ -7 

-f-»«U llffi4t^t7273mg&t#£o 

iH-NMRCCDCls) 

<S: 1.31 (t, J=7Hz, 3H) 1.82 (t, J=2Hz, 3H) 2.94 (t, J=8Hz, 2H) 4.21 (t, 
J=8Hz, 2H) 4.25 (q, J=7Hz, 2H) 4.78 (s, 2H) 5.09 (q, J=2Hz, 2H) 7.19-7. 
24 (m, 1H), 7.26-7.33 (m, 4H) 




tiitE# 2003-3096415 



iff m 2003-117927 



^.--Jl 227/ 



[0 4 5 0] 

4- [7- (2--7*^-;V) -3-^ b 3r -> 7J ;W-K~;i/ ^ ^- (2-7x^ ;l/ j.^ ;k) -2, 6- v 
Ut3 1 3] 



[7_(2--7^^;V)-8-^ nn-l-(2-7x-^xf;i/) -2, 2, 6, 7-T" b 
9 t: Kn7°'J >-3--f ;v]I^^^;u^^-r^273mg, v>-l-# 
= 77-)V3-7s7- ;V360mgO^^*150 , COvft^^30^j] n fi Lfc 0 £O&f££20-30% 
f^j^;v/^-^>-evv> ft^V^A^n^ ^77^ -ilU IIIB'fb^- 

t?320mg^#/c o 
lH-NMR(CDCl3) 

1.30 (t, J=7Hz, 3H) 1.49 (s, 9H) 1.84 (t, J=2Hz, 3H) 2.93 (t, J=8Hz, 
2H) 3.33 (t, J=5Hz, 4H) 3.57 (t, J=5Hz, 4H) 4.19 (t, J=8Hz, 2H) 4.25 (q 

, J=7Hz, 2H) 4.76 (s, 2H) 4.86 (q, J=2Hz, 2H) 7.19 (t, J=7Hz, 1H) 7.25-7 

.34 (m, 4H) 
[0 4 5 1] 

[7- (2- -7*^ )V) -2, 6- v * * V-l- (2- 7 * * ;V) -8- ( fc? ^ 9 i?>-l-4 )V) -1, 2, 

6, 7--T f7t:Kn7''J >-3-^ -r ^ il^il 
[<b3 1 4] 



Sr OEt hci 
o 

4_ [7_ (2- -7'^- ^ ;v ) h * v ii )V )V * ;V - 1- (2- 7 -x. ~ ;V ^ ;u ) -2, 6- v 




Sr OEt 
o 




miE# 2003-3096415 



mm 2003-117927 



^-5? : 228/ 



;l, jc* -jr ;V27m g> b 'J 7 fl/* nf^O. 25ml <Dm&%0 4r305^iR-C«^ Lfc„ 

&*rift«iU ^^20-80%^ * y -;v/tK(o. ixaifflBI*^-tr) ^ffl^tin*? 

A^DV^77^ -fiMtt L> ^IMb^l7nig^#/c 0 
lH-NMR(d6-DMS0) 

S: 1.22 (t, J=7Hz, 3H) 1.82 (t, J=2Hz, 3H) 2.80 (t, J=8Hz, 2H) 3.22-3.2 
8 (m, 4H) 3.46-3.51 (m, 4H) 4.05 (t, J=8Hz, 2H) 4.17 (q, J=7Hz, 2H) 4.69 
(s, 2H) 4.96(q, J=2Hz, 2H) 7.19-7.24 (m, 3H) 7.30 (t, J=7Hz, 2H) 
[0 4 5 2] 

mffiMl 9 0. r7-(2-7^^;U)-2.6-v^^r V-l-(2--7^^^;^)-8-(e^v^ 
y-l-yf 2. 6. 7-t- h 5 ^ Kot*') >-3-^ JfeEfeffi 

4- [7- (2-7*f-;V)-3-*;V^y^f;V-l-(2-7xiJUxf;V)-2,6-vt^y-l 
,2,6,7-7- b^t: KO-/V )V] t?/^7 y /u^>Ui= 7*f;i/x^ 7 

[ft 3 l 5] 



4- [7- (2-7*^ - ;v) -3-x. h 3- -> # ;u ;v ^ (2-7x- ;i/xf /u) -2, 6- v 

**V-1,2.6.7-t- h5t Knyvj >-8-^f ;v] v >-l-*;Kf>ii=7'f 
;Vjc^7=-;H90m g> i^y-;V3mK lN-TK^b^ b 'J 7 AtKv#^0. 5ml Oil 
50ro;fttli&*2H#|HJMfc^L;fco RB&«t^lN-*BMc»?K«:0.55mliDx., SfcM-^ 

lH-NMR(CDCl 3 ) 

8: 1.49 (s, 9H) 1.84 (t, J=2Hz, 3H) 2.93 (t, J=8Hz, 2H) 3.34 (t, J=5Hz, 
4H) 3.58 (t, J=5Hz, 4H) 4.19 (t, J=8Hz, 2H) 4.82 (s, 2H) 4.85 (q, J=2Hz 

, 2H) 7.19 (t, J=7Hz, 1H) 7.24-7.33 (m, 4H) 
[0 4 5 3] 




fciSfI#2 003-3096415 



#fl 2003-117927 



^-s>: 229/ 



[7- (2- 7* f - - ;V) -2, 6- v * * V -1- (2- 7 jl * *f- )V) -8- ( t? ^ y V > -1- >f ;V) -1, 2, 
6, 7-t- h 9 K n y V >-3-^ ;v] Ml 
[ft 3 1 6] 



4- [7- (2-*/f- - ;V) -3- iJ )V y^f (2-7x-;i/Xf -2, 6- v 
,2,6,7-7- f?n Kn^'J >-8->f ;v]tT^7 y>-l-*;^">liHyfii'iX7 
;V22mg^ffiv^T, HJfcflll 8 9e) £ l^4tK:*Iffift^2.2mg£#7to 
lH-NMR(d6-DMS0) 

5: 1.82 (t, J=2Hz, 3H) 2.80 (t, J=8Hz, 2H) 3.23-3.28 (m, 4H) 3.46-3. 53 ( 
m, 4H) 4.05 (t, J=8Hz, 2H) 4.59 (s, 2H) 4.96 (q, J=2Hz, 2H) 7.19-7.25 (m 
, 3H) 7.30 (t, J=7Hz, 2H) 
[0 4 5 4] 

mmn 9 l. 7-(2-7*->u)-a-[2-**v-2-(\£uVV>-i-4n,)^*)i,-\--]- 
(2-7x ^f;l/)-8-(bf^7 y >-l-^f;k)-3.7-y b Kn^'J >-2.6-if*> 



4-[7-(2-7'f-;H-3-*;Wf^y^f;V-l-(2-7xz;Vxf;i/)-2,6-yt^y-l 
,2,6,7-r b7t Kn7*'J )V] t^7yV-l-*i^>ii=7f;vx^f 

;i^20mg. -7xf;«y7- K8// U h V ^T)l>T 5 >10^ U y v>20^ 1 
, N,N-y7W;VA75 K0.3mlO^tJ^MS3BTOfiL/io RJtS«E*»Bft 




O^N^N 



Sr OH HCI 



[ft 3 1 7] 




aJfiE#2 003-3096415 



#SS 2003-117927 



^--J: 230/ 



lH-NMR(d6-DMS0) 

rl.76-1. 84 (m, 5H) 1.95 (quint. J=7Hz, 2H), 2.79 (t, J=8Hz, 2H) 3.22-3 
.34 (m, 6H) 3.45-3.52 (m, 4H) 3.55 (t, J=7Hz, 2H) 4.03 (t, J=8Hz, 2H) 4. 
68 (s, 2H) 4.96 (q, J=2Hz, 2H) 7.18-7.26 (m, 3H) 7.31 (t, J=8Hz, 2H) 
[0 4 5 5] 

gj&MJ 9 2. 2-r7-( f 2-r^-^;V)-2.6-^^-drV-l-(2--7^?^;V)-8-(^v 
;y)-l.2.6.7-f f 7 h Kn^') >-3-^ ;V7>b > 7 ^ K m 

[it 3 1 8] 



SrN Me H CI 
OH 

jtrfrTsy&mm&m^x&tmi 9 1 tmm^^,Ltz 0 

lH-NMR(d6-DMS0) 

5:1.82 (t, J=2Hz, 3H) 2.61 (d, J=5Hz, 3H) 2.79 (t, J=8Hz, 2H) 3.20-3.28 
(m, 4H) 3.44-3.52 (m, 4H) 4.03 (t, J=8Hz, 2H) 4.48 (s, 2H) 4.96 (q, J=2 

Hz, 2H) 7.19-7.26 (m, 3H) 7.31 (t, J=7Hz, 2H) 8.09 (brd, J=5Hz, 1H) 
[0 4 5 6] 

ftWl 9 3. 2-r7-(2-^'^-.=.;^)-2.6-v^^V-l-(2--7.x^^-;V)-8-(ti^v 
v?>_W JM-1.2.6.7-7- h KH7°') JVl-N-y » n 7°n tl'^7-b > 7 

s e mmm. 

Mb 3 1 9] 





SrN-<l H CI 



2003-3096415 



t&m 2003-117927 



^-v?: 231/ 



lH-NMR(d6-DMS0) 

5:0.39-0.44 (m, 2H) 0.60-0.66 (m, 2H) 1.82 (t, J=2Hz, 3H) 2.60-2.68 (m, 
1H) 2.79 (t, J=8Hz, 2H) 3.20-3.30 (m, 4H) 3.44-3.54 (m, 4H) 4.03 (t, J= 

8Hz, 2H) 4.44 (s, 2H) 4.96 (q, J=2Hz, 2H) 7.19-7.27 (m, 3H) 7.31 (t, J=8 

Hz, 2H) 8.27 (d, J=4Hz, 1H) 
[0 4 5 7] 

^WM 19 4. 2-r7-(2--7^^^)-2.6-v^-^V-l-(2--7^^^-^)-8-(^^^ 
;l/)-l.2.6.7-7=- Kn^) > -3- d. 2k3 -N- ~7 :n ~ ;v y -tr K 

Mb 3 2 0] 




lH-NMR(d6-DMS0) 

5:1.83 (t, J=2Hz, 3H) 2.81 (t, J=8Hz, 2H) 3.20-3.30 (m, 4H) 3.44-3.54 ( 
m, 4H) 4.05 (t, J=8Hz, 2H) 4.74 (s, 2H), 4.98 (q, J=2Hz, 2H) 7.06 (t, J= 
8Hz, 1H) 7.18-7.35 (m, 7H) 7.56 (d, J=8Hz, 2H) 9.01 (brs, 2H) 10.39 (s, 
1H) 
[0 4 5 8] 

9 5. 2-r7-(2--7^-;V)-2.6-^^^rV-l-(2- > 7^^^;W)-R-(H°^^ 
y^-l->f ;V)-1.2.6.7--r- Y *7 Kn^iJ >-,W ;i/1-N-(2-'7 p n \£ T-te h T 



ffifiE# 2003-3096415 



#M 2003-117927 



^-v! 232/ 



[ft 3 2 1] 



£ X?-N NH 
O N N >— ' 

SrN-v HCI 
OH \ 



^n;W7 5 >&ffi^-C«tf!ll 9 1 fcHlfcfc'&jftLfco 
lH-NMR(d6-DMS0) 

5:1.81 (t, J=3Hz) 2.80 (t, J=8Hz, 2H) 3.18 (t, J=2Hz 1H), 3.22-3.32 (m, 
4H) 3.44-3.54 (m, 4H) 3.90 (dd, J=2Hz, 5Hz, 2H) 4.03 (t, J=8Hz, 2H) 4.5 
1 (s, 2H) 4.96 (q, J=2Hz, 2H) 7.16-7.34 (m, 5H) 8.66 (t, J=5Hz, 1H) 8.96 
(br.s, 2H) 
[0 4 5 9] 

mmmi 9 6. r7-(2--7 ? ^-^;i/)-2.6-v^-^v-i-(2--7 J iy ±z^±m^=i 

e^7y>-l-^)-i.2.6.7-f b Kp-Z'J >-3-^;vlffeifj.^;v^^^;v 
[ft 3 2 2 ) 




Sr OEt hci 



o 

lH-NMR(d6-DMS0) 

3:1.20 (t, J=7Hz, 3H) 1.81 (s, 3H) 3.22-3.28 (m, 4H) 3.46-3.53 (m, 4H) 
4.06-4.19 (m, 4H) 4.25 (t, J=6Hz, 2H) 4.69 (s, 2H) 4.97 (s, 2H) 6.88-6.9 
6 (m, 3H) 7.26 (t, J=7Hz, 2H) 8.96 (brs, 2H) 
[0 4 6 0] 

mmmi 9 7. ri-^^;v-2.6-v^^v-8-(^^y>-i-^;i/)-7-(2-tf-;v 



ffif£# 2003-3096415 



2003-117927 



233/ 



a)2,2->^ ^;v-7°n t> 7^ [l-(2,2-v*> f^^n feT*^;!/** ^;l/)-7- 
(2-%;V^ ^7x^^-2,6-^^*7-1,2,6,7-7 h5tKn^'J 7-3-^ 

Mb 3 2 3] 



2,2-v^ fjv^n e*>Bfc [3-(2, 2-5>* ^;V7°n k't-^t^y^f ;v)-2, 
6-v^-*7-2,3,6,7-7 h^fc: Kn^V 7-l--f ;U] ^ 7;V^Xx;H0.2g, 2-*;v 
<^7x^fn 7^8. 04g, I^m^(II)7.30g^N,N-v^7;V^;VAT^ K50ml 

N ^\*-9-7 I^m^7;u(l:2)^th^®J; *K *SBtofrW4.12g«r»fco 
lH-NMR(CDCl 3 ) 

1.16 (s, 9H) 1.23 (s, 9H) 5.95 (s, 2H) 6.20 (s, 2H) 7.46-7.48 (m, 1H 
) 7.42-7.78 (m, 2H) 7.75 (s, 1H) 8.03-8.06 (m, 1H) 9.92 (s, 1H) 
[0 4 6 1] 

b)2, 2-v>t ^-)Vy°u if* 7^ [8-^ n n-i-(2, 2-v^ ^-;i^7°n tf*^;v*Jr v 
^ f ;V)-7-(2-* iV7 xz;v)-2, 6-y t * 7-1, 2, 6, 7-f h y t: KD7''J 7-3 




1. 



o 



miE#2 003-3096415 



#SI 2003-117927 



^-v: 234/ 



[ft 3 2 4] 




Q 



CHO 



O 




2, 2->> ^Wnd't^l [1- (2, 2- v ^f-^^net-^t^y^f- /I/) -7- 
(2-*;^;v7x-;v)-2 1 6-yf^y-i J 2,6,7-f >7t Kny; >_3_^;v]^^- 
;V^Xx;V2.50g^ N-^nnnA^|^ K896mg£, N,N-y>f;V*;VA7 5 K 

iftffitU ^y'J*m7A^n7K77^i:«U ^*-9-> It 

Sfcif-M2:l)&m$H9J: 9> IMBft-MW.Ogfcftfco 

lH-NMR(CDCl3) 

5: 1.15 (s, 9H) 1.24 (s, 9H) 5.91 (s, 2H) 6.14 (s, 2H) 7.49-7.51 (m, 1H 
) 7.81-7.83 (m, 2H) 8.03-8.06 (m, 1H) 9.92 (s, 1H) 
[0 4 6 2] 

c) 4- [1 , 3- tr X (2, 2- V * * ;V M =. )V * *y * )V) -7- (2-* )V 5 )V 7 j. — 
;V)-2 l 6-yt^V-2,3,6,7-rh7li Kn-lH-7 9 '; >-8->f^]^5y>-l-*^ 

[ft 3 2 5 ] 



2 ) 2-yVf;V7 I nt>>| [8-^nn-l-(2,2-^>fJl/-7 8 n kf^--;i/:t * v;* 




o 




tBSE^t 2003-3096415 



2003-117927 



^-v: 235/ 



f ;v)-7-(2-*;v ^ ;V7 x-;V)-2, 6-y t ^V-l, 2,6,7-f h 7 t Knyij >_3- 
;v] ^ f;vx^ -f ^2. 0g> t? ^ 7 v >-i-# >^HH7f;vx^ 7- ;v2. i5g 
&ri£-L150° C-C, lBtF^10^#L7to KJSrl^^^nn^^A^TmL- 

[0 4 6 3] 

d) 4- [1 , 3- e * (2, 2- S> ;v 7" n if Or - ;v * 4r v * ^ ^) -2, 6- V * *c V -7- (2- tf 
^^7x-;V)-2,3,6,7-f Kn-1H-"/'; >-8-OV]^7v>-l-*^f 

Mb 3 2 6] 



^f;vh U 7x-;l/*X*-f A7n' K3.52g£r h 9 Kn 77 >20mlfc|£ 
JBS-fr, *')-)AiH7f^y K948mg£jjnx_T, Mia^Tl^Wa^L^o #<b 
tt r 4- [1, 3- if x (2, 2- v p< f - ;v 7 0 n tf * - ;v * 3=- v * *f- )V 

)-7-(2-*;V5 fl/ 7 -2, 6-^**7-2, 3, 6,7-7" h7t Kn-IH-*/ 1 ; >-8- 

-f ;u] If ^ 9 v v-l-*^**>K$H 7f;vx^ 7- ;H. 94g<7) f F7tK077>2 
Omli«^j)P£, Mza^T3BfK50^m#L/Co &J£?j££im^77WCT:?«U 

EIll, ^y'J*m7A^nv^-77^-l:t|fU 
I»x?-/K2:l)$fiFtB#IU 0, «fBffc£-%704n«&#fco 
[0 4 6 4] 

e) 4- [1- (2, 2- 2> ^ /U "/n H° * - ;V * * v ;* ^ ;v) -2, 6- C J t^rV -7- (2- tT - ;U 7 
jc ~ )V) -2, 3,6,7-fb7tKD -1H- 7 s 'J >-8- ;v] fef ^ 7 V >-i- * ;v > 




o 




fcB!SE# 2003-3096415 



#HS 2003-117927 



^-v ! 236/ 



[it 3 2 7] 




4-[l,3-fcf * (2, 2-S>> f-;V7°n * ^;V)-2, V-7-(2-*f ^ 

^7x^^-2,3,6,7-7 h 7k Kn-iH--/ 1 ; >-8--T ;w] fcf^ 

3RU4U fM*^M2:3)«FW4HSJ:*K »IBft'&1&510n«*»;fco 

[0 4 6 5] 

f ) 4- [1- (2, 2-y^f^7'nk , t-;i't*y^f ;v)-3-J- b 3r -> 77 ;v sK— ;v ^ f - ;v 
-2,6-y t^V-7-(2-lf-;V7x-;v)-2 ( 3,6,7-7 f 7 t Kn-iH-"/V >-S-4 /U 

[Ifc 3 2 8 ] 



4- [1- (2, 2- 5> ~f n fcf * — )V * * v p< ;v) -2, 6- v * V -7- (2- lf-;i/7x 
-;v)-2,3,6,7-x h 7t Kn-iH-y; >-8-^;v]e^v>-i-#;wi^g?|jiH 

[0 4 6 6] 




C0 2 Et 



ffilE# 2003-3096415 



#M 2003-117927 



^-v: 237/ 



g ) 4- [3-^ h * v iJ )V )V * 1- )V-2, 6- V * * V -7- (2- If - )V y x. - ;V) -2, 3, 6, 
[4t3 2 9] 




4_[l_(2,2-yVf ;vynt'^^;vtJry^f -3-^. h v fs ;v # — ;v f - ;v-2 
? 6-v^i!ry-7-(2-lf^^-7^^-;v)-2,3,6,7-T- b7t Kn-lH-^V >-8--f ;V] 
t:V<7 v>-l-*;i/^>^H7^;^^^-r;v89mg*7- h 9 t: Ka7 7^1iU 

77 7^-CtffiIU ^dr-9-> ft«if^(l:2)»ffl^iJ:»), «l&ffc'fr$fe6 
[0 4 6 7] 

h) 4- [3- J- h * v # ;i/ ;v ^ f - ^ ^ ;w2, 6- v i^fv -7- (2- if — ;v 7 ^ ~ 
;i/)-2,3,6,7-t- b5t Kn-iH-y; >-8-f ;v] If'*? v v-i-a ^#>B8*=y 

Mb 3 3 0 ] 

r> , 

o y r=z — 

v r )/ — n w / 

X0 2 Et 

4- [3- J- f^yjti;V ;v-2, 6- * V -7- (2- tf-;V7i^ )V) -2, 3,6,7- 



tBSE# 2003-3096415 



#H 2003-117927 



^-v?: 238/ 



L T tRfl fi-f b£-%48mg * »fc 0 
[0 4 6 8] 

i ) [1- ^ -f - ;V-2, 6- v ^ 4r V -8- ( tf ^ 9 v >-l-^f /U) -7- (2- tf- 7 ^ - ;V) -1, 2, 
[1K3 3 1] 



4- [3-^ h^y*;v ;v ^ -r- ;v-i- ^ ;v-2, 6- v t + v -7- (2- e - ;v 7 i — ;v) 
-2,3,6,7-7 h7t Kn-1H-7"V >-8->f ;v] fc?^7 >-i-77;v^>^=7*^-;^ 
^*T-;v8mg£ h >; 7 U IlLt M^liUlilft^ 
n v h ^7 7 4 -fc-cttHU IRSB^«»2.68mg«:»/So 
MS m/e (ESI) 439 (MH+-CF3COOH) 
[0 4 6 9] 

gjfeffl 19 8. Q-^7-^-2. 6-yt^rV-8-(^>7y>-l-^;l/)-7-(2-lf-;V 

7^-;v)-i.2.6.7--r- h^Kat/') >-3- ^;HffeiS b 12 Zik±PHMia 
[iL3 3 2] 



4- [3-x b * v 77 ;v ;u ^ 7- i/ t^v -7- (2- fcf — ;u 7 * =. )V) 
-2,3,6,7-t- h 7 Kn-iH-7 01 ; >-8->f ;V] tf^7 v ^^y^fH^f^ 




L 

"CQ 2 Et 



I I )) — N NH 




mtE#2 003-3096415 



iff MS. 2003-117927 



^-v: 239/ 



.x* T ;l/40mg£ Th7tKn77 >4ml Kigfl? U 2m56zfcBWt-?- h U A 1ml Sr 
ftOx-T, 90rKT4fl#Hm#L£o SlL*^«Ellt, hiWc>KT#»U 

yyj-iZXmgkU $lfS<t^29.5mg£#*:o 
MS m/e (ESI) 411(MH+-CF 3 C00H) 

[0 4 7 0] 

[ttt*0O 1 ] 

— j»5* (I) isitf (I I) T'i^Wf^DPP I V|fi«fjUE<£>$!l5E 
MIfft (50mM Tris-HCl pH7.4, 0. 1% BSA) K7*WfcJ: 0 ffb tt/cD P 
P I V* 1 OmU/mLW^irMU dftfc 110// L«L£o $ «b K 
»£l 5 // L«Lfcf£, MUX- 2 O^IBH >^->a >U 2mMi:» 
^LfcGly-Pro-p-nitroanilide£ 2 5 ^ L (*$&iftJKO. 3 3 mM) Jn£T> g 

I C 5 o fclfttiLfco 
[0 4 7 1] 
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[mil 





ICgodiM) 




IC 50 (nM) 




2S7 




211 


mmmi 


401 


^MM9 


141 


$m&\l2 


1S3 


*&fe{*U3 


125 




27° 


MMM20 


152 


MMM22 . 


17 


m&M29 


310 




46.9 




126 




33.4 




S6.5 




35.7 




161 




27.4 


Hi^j86 


4. OS 




2. S9 


mmm9s 


9.69 


MH&M1Q9 


1480 


*te#>Jii5 


1S5 




154 




116 




S.97 


**S01J124 


7 oo 


MMM125 


15. 3 




0. 654 




9. 4S 


Hti5H?lJ140 


4. 56 




S. 77 




9.52 


^Ilif5i|l55 


6.97 




7. IS 




1.2 


*^H67 


2. 16 


Hte#>ll86 


1.95 




1.81 


#§ft{5IJ189 


4. 02 


miMMl90 


0. S64 




1. 14 


*Mif5i]195 


0. 472 



[0 4 7 2] 

mmm 2 ] 

DPP I Vkm? y bOGLP - liikm^M~f&* h7*fr* y*y*)V^y 
W}^l I DP P I V^r^IL^JtttF i sher7'^ (B*^ •V-A'* • V ^~ 

mL/kgOfftgPK4l7to IMISf^ 0. b%*7-)V*z)VU-*m 
ifcfcU 5raL/kg(0fifTO4U:o 
[3f « X rj G L P - 1 
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WM^m ZtzitO. 5%^f;Hr;vn-^ m%L<o&M-WM is <t 1 . 3 is 

JfiLifc2 5 0 // L£^/^j ^^L^^^tf^ V-KTSfrfiLU Mfa-7'l:§ 
tol'C^i (1 0 0 0 0 g, 2fl\ 4tJ) LT#fb^_h?f^^GLP- 1 £ 
Active GLP-1 EL I SA^r7 f (L i n c o) »TIKU: 

o 

tt*MU WttiWRSS-CfEfeL, httl* (Dunnett's test) TMfc*fc 

[0 4 7 3] 
[&2] 







ttPS*««)**W(hr) {C^(+oGLP-lS 


|®%ofPreJ 


(mg/kg) 


0 


1 


3 


5 


ttfittMt 




100±0.0 


87.2±4.8 


100.4±7.8 


110.6±6.S 




30 


100+0.0 


99.9±3.7 


106.6±5.0 


116.3±2.7 




100 


100±0.0 


111.6±7.9 


116.3±8.2 


150.6±7.2 




1 300 


100±0.0 


140.0±11.5 


199.3±32.4 


227.1±35.5* 




30 


100±0.0 


118.7±9.3 


122.7±7.1 


114.6±4.4 




100 


100±0.0 


163.6 ±19.6* 


171.2±9.1 


195.8±36.6* 


y^-yj-^y 


30 


100±0.0 


125.3±10.7 


120.0±7.2 


126.7±10.7 


y^yjr'^O 


100 


100±0.0 


316.9 ±26.4*** 


330.7 ±112.4* 


236.5±20.5* 



*; p < o.o5 vs M&*tmm 
***: p < o.ooi vs mftftmm 



* h7t;K >3 0 0mg/k g&^mz&^X^ DP P I v MfOjl 

>1 00mg/k g&##^i3V>-C, DPP I V&fi? y h JSnM*P<DftfeMGL 
1 0 Omg/k gK^icisv^T, DPP I VXm?? Mlt^OffitlGLP 

[0 4 7 4] 

[ttttffl 3 ] 

IE#7 7h«GLP-i iftK^i"* ^h7t;K>, dppi vis*3'J (/V) 

>k°n'JyF (Val-Pyr) ) & h tfK* h 7 * ;V ^ >iS«fc tKD P P I VIS 
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mm I DPP I V*^-r*jEHr«lttF i s h e r h (H** 1^7 J: 

) 

* 3 Kg* L /:fflit\ fcfc&ft^ * 0 . 5%^f;H:^n-7 t > 5 
mL/k g^itgPt4L^o 0. 5%*^;i/-k;H3-*& 

JflLflK. 2 5 0 ^ L^a^ij >^L^:^r^tf7';-tCT^JflLL-> Sfrfrf- a-mf* 
to it'^i (lOOOOg, 2 53% 4°C) LT#<b^/c_h^^^GLP- 1 4- 
Active GLP-1 EL I SA^7 h (L i nco) ZM^XMfeLfz 

o 

tt*t±, *?i%m±mmmmx-mfrL, hum. (Dunnett's test) x-itm 

[0 4 7 5] 
[*3] 





(mg/kg) 


8 P &&&<D&tifffl Chr) K*i<+oGLP-l of Pre) 


0 


1 


3 


5 






100±0.0 


112±15 


125±21 


84±10 




300 


100 ±0.0 


117±9 


149 ±24 


94±10 i 


Val-Pyr 


30 


100±0.0 


127±6 


136±20 


91 ±2 




300 










+ 


+ 


100±0.0 


162±8*** 


215±19* 


177±15*** 


Val-Pyr 


30 











*; p < o.o5 vs m**tm& 



*;p< o.ooi vs m.&ttm& 
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g l p - 1 mm^mmmmx* § ^>7*^§>fcDPPiva# 

&fc9H*fcJt#Lfco iOiglli, ;>< h7*;^>- 7 ^LP-1053«£ii£& 
fcfcU ^^tDPP I Vfi*i#«lWt4ii:^ f&teSGLP- 1« 

[0 4 7 6] 

ItsUfcM 4 ] 

iEf7 7K7)GLP-i iftjgfc*ti-& n7*;v<v, d p p i wmm mm 
m&2 > mmm 119, mtm 121, 122. 124. h»j 1 

2 5) &£><cn^ f7t;v< i^DP P I Vlfi*#J<D#JB^ 

» : D P P I V Sr««F-t-&jEHrai&F i she r?v Y (U*? VT X <0M.X 

) 

urn: 

U 5mL/k g^ff T«4L/:o IMIflt 0. 5%^f^n 
-X 5mL/kgOfit«t4l^o 
[$fcjftL*3 <fc 0* G L P - 1 <om&\ 

(1 0 0 0 0 g> 253% 4V) Lt#f)^±i*©GLP - 1 SrA c t i v e 
GLP-1 ELISA4^ (Linco) &m^XMfeLizo 

¥^'fi±^r»m^-e^t>L, Mftt* (Dunnett's test) "Cjfctt 

#b£LT^4 -ft 6 IC^L/Co 
[0 4 7 7] 
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[*4] 





(mg/kg) 


m. p 3B$na ^<7)glp-i m%. 

(%ofPre) 






98.8±2.9 


H*fe$]119 


10 


98.9±2.2 


" H»*i]125 


10 


108.2±6.6 




300 


118.1±7.5 


*h:7;t-/U~>' + H;fe0ijll9 


300 + 10 


162.5±7.4*** 


^h7^-/U-$> + HM125 


300 + 10 


168. 1± 13.1*** 


***: P < 0.001 vs $tf££|-|S8 





[0 4 7 8] 





mm 

(mg/kg) 


m p 3^m m^GLP-i^s 

(%of Pre) 






97.5±2.9 




10 


102.5±1.7 ! 




10 


^ 104.8 + 2.9 




300 


108.6 + 2.2 


*vy*>i-^>' + mmmi22 


300 + 10 


153.7+13.4*** 


*Y7*A-%> + H15fe#Jl2l 


300 + 10 


166.4± 16.5*** 


***: p < o.ooi vs mw-nmi 


% 



[0 4 7 9] 
[^6] 





mm 

(mg/kg) 


P 3B#P^<7)GLP-lM 
(%ofPre) 






96.7±2.6 


mtkms2 


20 


97.3±2.1 


^W.Ml24 


10 


110.0±9.0 




300 


112.5±2.4 


*by*'U5.> + nifcM82 


300 + 20 


180.8±23.1*** 


.•*by*/K> + mmmi24 


300 + 10 


186.2±26.2*** 



• p < o.oi vs mfcnmM 



glp-1 mm^inmtmx- % tztK ^f7*;vr/tDPPiv m.m 

&LJz 0 Z<Dm^l$, * h -7 + ;U5 >tfG L P- 1 (DfrW^MZiyfzb U ^<D 

ftmzDPP i vvmmtmmir2>z.tr\ ^mglp- lmmtmuuLtzz 
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[0 4 8 0] 

[10*00 -5] 

Zucker fa/fa 9 v h OiMfflk >f >^ 'J G L P - 1 gfiftSD'ft 

JHotfl-^ ^ h "7 * > N D P P I VMflM > t'n >J v K (V a 1 - P 
yr) ) ^"bm:^ f7*;V5 VfeirTDPP I V ffiW#J K £ * 

lilt? I 2M|g^^7 : -';i/t(it?'^$)^Zucker fa/fa 9 7 h (H^-Y-^X • 'Jyt 

i£#L;fco «#**J!B#li, iPg®7fc£ 5mL/k gWfft*gPS4Lfco iO§ 
*^**Mfc^S:fctt3lS«3*C* 1 B 2 0 (*FflU 0H#£*FlMB#) , 14HFIt 

[«JfiL^r^i$ «£ ^jflL«, G L P - 1 oMte] 

iMO. 5, 1. 2. 3BtHW&fc&Jfl»T'??y h <9Jl**£#J^^^tfc> 
TjfrKttiJfiL jfii^2 5 0 ^ Lfc'vnj yi^L/^tkf7U-i:tiJfiLl 

> a^j.-"/lc^o Tt'L^t (1 0 0 0 0 g, 2t3\ 4°C) Lm^titz± 
ffi*(DGLP- 1 He t i v e GLP-1 ELI SA^7 h (Linco 
) *ffiv>Tffl85eLfco RIB#K> if 0. 6 Mi&f&Sf 1 

4 0 ^ L fci&£"*& 0 jfrMMBI (3 0 0 0 g, 1 0tj\ 4t) LT#£>tL*:_Hi 
£ Glucose Test Wako II (WakolfcHI) ^i/>titl^o -XMWk3V% 

tt*»4, ¥^±*i(MK£"C**> U myhWH (Dunnett's test) t?Jfc^ 
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[0 4 8 1 ] 



fflS(mg/kg) 


: 7>/U=3— Xftnfi-^-tt«>4S-n$||](hr) {C*5ft5GLP-iaiaF (% of Pre) 


-0.5 


0 


0.5 


1 


O 




100.0±0.0 


101.4±0.8 


130.5±11.2 


108.2±2.1 


101.5±2.0 


^h7.i-/K>(300) 


100.0±0.0 


105.6±1.7 


135.4±7.6 


126.0 ±8.9 


118.4±6.5 


Val-Pyr (30) 


100.0±0.0 


119.5±3.6 


217.6±24.6* 


197.5+20.4* 


128.3+5.4 


.^h7,i-/KM300) 
+ 

Val-Pyr (30) 


100.0±0.0 


196.5^11.1*** 


345.7±40.7*** 


262 .4 ±37.0**" 


272.6±21.2*** 


*: P < 0.05, ***: ] 


P< 0.001 vs^ffc^TO 



[0 4 8 2] 



fflS(mg/kg) 


P»# : ^<04B* R| (hr) JC*5«-tSjfiL»fit(mg/dl) 


-0.5 


0 


0.5 


1 1 


o 


3 




101.4±3.4 


115 .7±3.1 


199.9±14.5 


226.9 ±14.9 


18G.G±8.1 


120.9±5.4 




108.9 + 5.6 


117.4±5.5 


160.6±9.7* 


177.5 + 10.6* 


159.8 ±8.6* 


122.4±3.7 


Val-Pyr (30) 


102.6±3.0 


110.5±3.3 


166.0±9.9 


167.1 ±7.0*** 


139.3±3.3*** 


115.1±3.0 


+ 

Val-Pyr (30; 


99.0 ±4.6 


103.2±3.9 


119.1 ±6.6 + ** 


125.2±7.2*** 


114.6±4.5*** 


104.1 ±4.2*** 



*: P < 0.05, ***: P < 0.001 vs 

[0 4 8 3] 
1*9] 



fflfk(mg/kg) 


.? /u-=i— p &j§.m<D-&mm (hr) 


tfZ>^*V>Mm (ng/ml) 


-0.5 


0 


0.5 


1 






9.8+1.1 


11.9+1.3 


22 .6 ±2.0 


16.2+1.0 


13.2+0.9 


.^r-7.i-/t--$>(300) 


11.9±1.1 


14.0±1.1 


22.9±2.5 


21.2+2.3 


16.9±1.6 


Val-Pyr (30) 


8.8±1.1 


13.1+1.2 


32 .4 ±3.2* 


27.7±5.0* 


14.4±2.6 


+ 

Val-Pyr (30) 


9.3±1.3 


14.9±1.4 


24.3±3.1 


19.0±2.7 


15.0±2.9 


*: P < 0.05 vs 





[0 4 8 4] 
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mi 0] 





Fm e§i ( m or / L~ cr i 






! mmm 




484.2±15.0 


68.2±4.1 




300 


495.1 ±8.9 


64.5±3.5 


Val-Pyr 


30 


491.8±11.1 


60.9±4.4 


+ 

Val-Pyr 


300 
+ 
30 


418.4±14.0* 


39.2 ±6.1*** 



•: P < 0.05, ***: P < 0.001 vs mW^MU 



mmmumz^x, dppi vm^M^mi^ttrnmsiG l p - i 
, * h-7*;ws >tDP p i vE»J*ra«ris:^-u^»jwi5v^ jstiGLP 

>^G LP - 1 OMMEilfc U:^U *-05WB£ D P P I V IS##J#WJ-t£ 

rs-ttMG lp - i mmtmimLtzzt ^tttv^ 0 

#*ftfctflBK*5v*-c\ ^ f7t;K >*5WiDPP I Vlfl##J-€-ti-e'*t<^#^ 

»«I6i*«^^v»t, dppi vmmn$&m\±ttttrfrx-xmfM-k<< > 

PI Vffl*W«:|BI«f«:#Lfe!ft#»-C»4, iE"C^^of: 0 >1*lJ: *K 

5 H^fflCioXIi, -7J, DPP I VE«iJ«#»tt, 

K3k^K3g2&fc#x.£>*L&o — ^ 7* >£DP P I V|&#£iJ£|WIB#&: 

l p - 1 mstnnmM >x>j >js^^JM£D$^iiiB9^mie%#%«^# 

1 fc, l 4 H IWojllfclc iMf7t;K>tDPPI vmgM*W®8& L 
7t;V^^DPPIV ia#^Jco#ffl vSttM G L P - l 
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zbK, Ha m<Dm%ciz £*) * >7 *)v$> tDP-p iv 

[0 4 8 5] 
6 ] 

dpp i vxm?y v <vg lp - 2mm~nir & * ><o&w- 

mm : DP P I V£^tSL-£lt14F isher77f (B^^-^X • U/f- 

mi li:^L tt^t^% £ 0 . 5 % ^ -f - ;v-tr ;v n - x mW. £»a L 

> 5mL/k g<0#*-CftPfi:#Lfco *l^**J!f«IM±> 0. 5%^f;H:JVD- 
U 5mL/k g^M-C^n^L/Co 

fcfetfcffc^ £ l± 0 . 5%*^;Hr;vn-* 7»^<7)^#t: hu £ i i . 3 

o ifiL^ 2 5 0 ft Lfc^/^J ym^Ltz^r^^yV-KXm!ia.L, fe'L^^-yK 
#1~o (lOOOOg, 2 55\ 4 *C) LX'&btLiz±.ffi*P<DGL P - 2 

£GLP-2 ELISA^r-yh {^WM^x) «:JBv>T«5eLfco 

[0 4 8 6] 
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[l£l 1] 







S □ mm < hr ) (C^oGLP-22liS(ng/ml) 


0 


1 


3 


5 






L39±0.05 


1.31±0.02 


L.36±0.04 


1.28±0.07 




300 


1.32±0.02 


1.65 ±0.06*** 


2.08±0.07** it 


2.15±0.05~* 



: P < 0.001 vs ^ft^ISP 



* F7tJK y^mza^x^ DPP I VXmyy HfffGLP-2If 

(»#i. 3&£Tfsm$m^mK±.%.Ltzo glp-2^ mimmm^ 

Ift • •femKmm~?$>& tiDm^tf* ZtlT^Z (Am. J. Physiol. 277: E937-E9 
47 (1999) , Current Opinion in Investigation Drugs. 2(4): 505-509 (2001 
) , Gut. 50: 428-435 (2002) , Gastroenterology. 122:531-544 (2002) , Ca 
ncer Research. 61: 687-693 (2001) ) 0 cKDffi^zXty^ * b7t^5>iDP 

p i vmmmv>&m±G l p - 2 <Dftmt:ffim i )K-m&ir& c\t^mx^^> t 
^7Lh^ ffiimm&<vtem! l zm±x&&mm*7F\%tir2> 0 

[0 4 8 7] 

*^w<d, dpp i vm^mt^m-j YMfrhtz&mmt, i^^mg 
LP-i^i Tf/n.tzteftL^ft'&.mG l p - 2 k x h\mmmz x «9 , mm.m. 
mm, ^mmm, rmmmBM^m • x&mmt Lxmmx$>z> 0 ^h\z-^mn 

x%& 0 
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mm 

mm] vm-j vmkx nnn^tz^mnm^^ij ^>m^--f^ k- i 

(jfiLf G L P - 1 ) &>£ Xf/t. TtfijflL^T&ttM^^* rf^^-/^ K— 2 

G L P - 1 £ X VP/* tz fijfiL^SttM GLP-2 [:i 
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1/E 



#M 2003-117927 
50300673916 



H3Iffi^±JE 0 0 9 4 

TO 15^ 4H280 



mma] 



TO15^ 4.E23B 
000000217 



1 0# 
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[ttfll**] 
[ft*XI4*ffc] 

[ft*] 
[f&TO] 

[ft*] 

[*#*] 



# gg 2003-117927 ^- v : l/E 

EP03EE0802 
¥$15^ 8/I22B 
#ltJt«t JR 

# M2003-1 17927 
000000217 

KM H&=fe 



^*fc*±«H&^#* 8 2 0-1 

< tf Tt?^# 3-1 9-1-3-304 
IllHf -4- 

1 

mmm&w i 

¥^15^8^2 1 B#*t»W^#twB8-t4¥iK*tJ£#^«# 
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^-v: i/E 



<B5e*«-#jpflia> 



2003-117927 
50301380488 

it* X£ 6 8 9 0 

15^101 IB 



000000217 
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m m a m 



[000000217] 
1 . ^S^J! H 1 9 9 0^ 8 £ 2 9 B 

ffi #r m^^^lmE/hSill 4 Ti 6# 1 0-^- 



